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She George Miller MWacKee Chats of 
Dermatology asd Syphilology 


Remarks at the Dedication Ceremony at New York University-Bellevue Medical 


_ Center 
GEORGE E,. ARMSTRONG, M.D., New York 





We are met this evening to dedicate a 
“named” chair of dermatology and syphil- 
ology which will perpetuate the fame and the 
memory of one of our “medical greats,” Dr. 
George Miller MacKee, a former professor 
of dermatology and syphilology at the New 
York Post-Graduate Medical School. I will 
not dwelt on his contributions to the ad- 
vancement of the art and science of med- 
icine as. these will be covered later in this 
program. 

As a result of a provision in Dr. Mac- 
Kee’s will, and with the enthusiastic con- 
currence of Mrs. MacKee, Dean Donal 
Sheehan and I recommended to the Board 
of Trustees of the New York University- 
Bellevue Medical Center that there be estab- 
lished at the earliest. possible moment the 
George Miller MacKee Chair of Derma- 
tology and Syphilology in the Post-Graduate 
Medical School and that Dr. Marion B. 
. Sulzberger be designated as the first Mac- 
Kee Professor of Dermatology’and Syphil- 
ology. The Board of Trustees concurred in 
this recommendation on Nov. 15, 1955, and 
on Nov. 28, 1955, final approval was given 
by the Council of New York University. 
On Dec. 8, 1955, Vice-Chancellor and Secre- 
tary Voorhis of New York University offi- 
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cially notified Dr. Sulzberger of the action 
of the Council relative to the creation of the 
Chair and Dr. Sulzberger’s appointment as 
the First MacKee Professor of Dermatol- 
ogy and Syphilology, effective from the date 
of the Council’s approval, namely, Nov. 28, 
1955. 

At this time I should like to express to 
Mrs. MacKee the deep gratitude of the 
administrative officers of New York Uni- 
versity and of the staff and faculties of the 
New York University-Bellevue Medical 
Center for the wisdom, foresight, and gen- 
erosity of the late Dr. MacKee for making 
this occasion possible. While we deeply re- 
gret the physical absence of Dr. MacKee 
on this momentous evening, we have no 
doubt he is spiritually with us and that he 
shares our pride in the fulfillment of his 
dream and particularly in the wisdom which 
prompted Dr. Sulzberger’s appointment. 

If I may be permitted, I think it would 
be most appropriate at this time if I pre- 
sented a brief résumé of Dr. Sulzberger’s 
medical career. Although born in New York 
City, he obtained his medical doctorate from 
the University of Zurich in 1926 and shortly 
thereafter returned to his native state and 
city where he almost immediately became 
not only a successful practitioner of his 
specialty, dermatology and syphilology, but 
also became a dynamic force in academic 
medicine, in the fields of both teaching and 
research. He progressed rapidly through the 
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various academic ranks and became pro- 
fessor of dermatology and syphilology in 
the New York University-Bellevue Medical 
Center in 1947. He is chairman of the de- 
partment both in the Post-Graduate Medical 
School and in the College of Medicine. 

His memberships in professional organ- 
izations, both in this country and abroad, 
are legion and his contributions to medical 
literature and research are far too numerous 
for me to cover on this occasion. During 
World War II, on temporary leave of 
absence from his academic position, he 
served with distinction in the Medical Corps 
of the United States Navy and for his out- 
standing contributions received numerous 
decorations and one particularly glowing 
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citation trom the President of the United 


States. 

I feel that I should be remiss if I did not 
at least.mention the strong support which 
Dr. Sulzberger has had through the years 
from his charming and devoted’ wife. I am 
sure that this evening she shares our pride 
in her husband’s appointment. 

In closing, I would again extend our con- 
gratulations and best wishes to‘Dr. Sulz- 
berger in this challenging opportunity of 
being the First MacKee Professor of Der- 
matology and Syphilology, but more than 
that I would congratulate Mrs. MacKee, 
Mrs. Sulzberger, and New York University 
in having so distinguished a friend, husband, 
and professional colleague. 





MARION B. SULZBERGER, M. D., New York 


Mrs. MacKee, Vice-Chancellor Arm- 
strong, fellow staff members and students 
in our department, friends and honored 
guests: 


In accepting this great honor I feel not 
only the deepest humility but the greatest 
sense of gratitude to many persons, some of 
whom are here with us tonight, and many 
of whom are absent. First and foremost 
my gratitude goes to Dr. MacKee for all 
his help, his shining example, and his gen- 
erosity. Then to Mrs. MacKee for her 
warm friendship through the years. In 
addition, I cannot sufficiently express my 
thanks to the great University and Medical 
Center to which we belong, to their officers 
and Trustees and my colleagues on their 
faculties for their confidence and their un- 
failing support. Last in order but certainly 
not least in my heart and mind, I wish to 
thank the many loyal associates of Dr. 
MacKee whose work, first on his staff and 
then on mine, have helped to build our de- 
partment to its present position of respect 
and eminence. 


On this occasion it is fitting that I say 
a few words about my. beloved chief and 
predecessor, who during his life gave so 
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much to humanity and medicine in general 
and to dermatology in particular. 

I am sure that even without his splendid 
bequest to New York University and with- 
out the added memorial of this Chair in his 
name, MacKee’s contributions to the teach- 
ing and the practice of our specialty would 
endure. For mankind will ever need and 
ever remember good physicians, and 
scientists will ever honor the great teachers 
in their chosen field. 

George’ Miller MacKee, who died at 
Stamford, Conn. on May 8, 1955, was born 
in Jersey City on Sept. 19, 1878. However, 
the MacKee family moved to Stamford 
when George was 3 years old, and he always 
regarded Stamford as his home. It was 
there that he built his own modest but beau- 


tiful country house, “Pinecrest,” to which , 


in 1947 he retired with his wife and dear 
companion, Katherine Sullivan MacKee.. 
MacKee and his career were truly Amer- 
ican in every best sense of the adjective. 
He was also of typically “good American’ 
stock, that is, he was of mixed ancestry, 
and the blood of Scotch, Irish, Dutch, and 
French forebears mingled in his veins. 
Among his ancestors of Dutch origin were 
the Updikes, a family which gave us also 
one of the governors of our state. More- 
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over, like so many other great leaders, 
George MacKee was a self-made man. In 
his youth he worked as a bicycle mechanic 
and printer’s helper, as a professional bas- 
ketball player, athletic instructor, and beach 
guard. It was by means of these activities 
that he earned his way, first through school 
and later through New York University and 
Bellevue Hospital Medical Center. He was 
entirely free of pettiness and prejudice— 
and the department which he founded and 
directed at the New York Post-Graduate 
Medical School and Skin and Cancer Unit 
gave every one a fair and equal chance, 
regardless of color or belief, of race or 
nativity, of economic, political, or social 
group. Through his qualities of fair- 
mindedness and leadership he welded his 
department into a great school, true to the 
American ideals that he exemplified. 

Perhaps the most accurate estimate of 
what MacKee contributed may be made by 
mentioning what he himself considered to 
be his best works. The first in his own esti- 
mation was undoubtedly his textbook on 
“X-rays and Radium in the Treatment of 
Diseases of the Skin,” (Lea & Febiger, 
1921). MacKee himself, with characteristic 
modesty, said only that he believed that his 
book “was of practical value to dermatol- 
ogy.” Asa matter of fact, MacKee’s pioneer 
work and the successive editions of his book 
together with Cipollaro made it possible 
quickly and accurately to measure the dos- 
age of unfiltered superficial x-rays applied 
to the skin, and for dermatologists to safely 
and effectively use this valuable modality in 
the treatment and relief of hundreds of 
thousands of patients. 

In MacKee’s own estimation, his other 
accomplishment worth mentioning was his 
founding of the most complete and self- 
contained Department of Dermatology in 
the United States, encompassing in its own 
premises separate sections devoted to allergy 
and immunology, hematology, histopath- 
ology, mycology, oncology, pharmacy, pho- 
tography, radiology and physical therapy, 
surgery, etc. This department, about which 
you will hear more presently from Dr. 


Frances Pascher, is now functioning as the 
New York Skin and Cancer Unit of New 
York University-Bellevue Medical Center, 
and has trained well over a thousand post- 
graduate and graduate students coming from 
all over the United States, Canada, Latin 
America, Europe, Asia, Africa, Australia— 
in short from practically every part of the 
world. It is safe to estimate that in many 
respects MacKee’s postgraduate and gradu- 
ate school of dermatology has not been sur- 
passed or even equalled in modern times, 
and that no school has ever offered a more 
complete or systematic course of training in 
dermatology and syphilology, and no service 
in a voluntary hospital has treated and helped 
more sufferers from diseases of the skin. 
There are now available the records of over 
500,000 patients treated by the MacKee 
group during the last twenty years. 


Of course all of these- accomplishments 
would not have been: possible without the 
confidence which MacKee inspired, and the 
unfailing support he received from his 
friends and co-workers. Unfortunately I 
cannot name them all, but it is worthy of 
mention that among his many life-long 
staunch supporters outside of our specialty 
he counted such men as Mr. Charles C. 
Harris, President of the Skin and Cancer 
Hospital and of the Lillia Babbitt Hyde 
Foundation, and Dean Willard C. Rappelye, 
of Columbia University. 


At the time of his retirement, MacKee 
was the only Professor of the New York 
Post-Graduate Medical School who was hon- 
ored by being made Professor Emeritus 
both at Columbia University (with which 
the New York Post-Graduate Medical 
School was at first affiliated) and at New 
York University (with which the Post- 
Graduate Medical School was later merged). 


Still another of George MacKee’s attri- 
butes was his extraordinary ability as an 
editor. From 1909 to 1918 he was Editor 
of the Journa! of Cutaneous Diseases, the 
predecessor of the present A. M. A. ArcH- 
IVES OF DERMATOLOGY. Many long hours, 
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week in and week out, year after year, he 
and his trusted co-worker Katherine carried 
out the legion and exacting tasks of editor- 
ship—the reading and correcting of galleys 
and page proofs, the correspondence. and 
hundreds of details. From 1918 he was on 
the Editorial Board of the Archives of Der- 
matology and Syphilology. MacKee was 
one of the founders and an active member 
of the Editorial Committee. of the Journal 
of Investigative Dermatology (1939 to his 
death). 

It is not possible here to mention all of 
MacKee’s outstanding publications. His over 
one hundred scientific contributions were of 
uniform excellence and soundness, begin- 
ning in 1906 with his article on the staining 
of the Treponema pallidum (Spirochaeta 
pallida) and continuing through almost half 
a century. The high honors he earned and 
received were too numerous to recount. He 
was an honorary or corresponding member 
of practically every recognized national so- 
ciety of dermatology and syphilology in the 
world. In our own country he was a mem- 
ber, an officer and a past president or chair- 
man of all the representative societies in the 
specialty, including the American Derma- 
tological Association, the Society for In- 
vestigative Dermatology, the Section on 
Dermatology of the American Medical As- 
sociation, and the Section of Dermatology 
and Syphilology of the New York Academy 
of Medicine. He was one of the founders 
and first members of the American Board 
for Certification in Dermatology and Syphil- 
ology. He was also active:and a leader in 
smaller local and private societies of derma- 
tology. In addition he was a member of 
national radiological societies and of:societies 
and councils on physical therapy. 

While these and many more accomplish- 
ments were the essence of MacKee’s life 
work, a mere recounting of his professional 
achievements would give a very incomplete 
' picture of this most unusual and unusually 
gifted man. 

MacKee was a fine athlete, exceptionally 
well built and with excellent coordination 
of mind and body. Even in his latter years 
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he moved with the strong and elegant grace 
of an athlete.. Being an able and enthusi- 
astic mountain climber and photographer, he 
was an active member of the Canadian and 
the American Alpine Societies. 

George MacKee was not an easy man to 
know personally. His manner, while always 
considerate and kind, was rather uniformly 
austere, aloof, and serious. He was self- 
effacing to the point of shyness, so that on 
only very few occasions was one privileged 
to see the great warmth and depth of feeling 
of which he was capable. His ordinarily 
rather cold and piercing blue eyes would, on 
such occasions, become soft and tearful—or 
sparkle with a dancing Irish smile that was 
contagious and completely captivating. To 
a most unusual degree he was tolerant of the 
errors and weaknesses of others while never 
relaxing his demands upon himself or allow- 
ing the smallest departure from his own self- 
discipline. 

In his own career MacKee reached per 
aspera ad astra. For the great sum of his 
scientific contributions, his successful serv- 
ice to the host of faithful and devoted 
patients, his magnificent feats of organiza- 
tion and teaching—all these were carried 
out in the face of severe, chronically recur- 
rent pulmonary disease. At one time his 
lung trouble necessitated his hospitalization 
for several years; and ever after that it 
caused his confinement to bed for many 
weeks each year. 

George MacKee was always modest of 
his own accomplishments, ever eager to give 
credit to others, and unfailing in his devo- 
tion to his colleagues, assistants, and pupils. 
He was a leader who imparted confidence, 
a friend upon whom to count and every inch 
a kind and scholarly gentleman. He was 
the best of chiefs to his able secretary, Miss 
Stella Perkins, to his intimate associates 
Fred Wise, I. Rosen, D. Satenstein, Max 
Scheer, E. Abramowitz, to all his other 
contemporaries, and to the younger men 
and women on his staff. His memory will 
never fade from the minds of those of us 
who were privileged to know him and work 
with him. 
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I am sure that I speak not only for my- 
self but equally for all my fellows in our 
Department—and I trust also for all those 
who shall come after us—when I say that 
MacKee’s example will ever inspire and 
strengthen us as we strive to promote the 


growth and standing of the great specialty 
and institutions to which he so wholly dedi- 
cated his talents and his life—and which he 
so richly endowed with a heritage both 
material and spiritual. 





The Dermatologic Service of the New York Skin and Cancer Unit 


Yesterday and Today 
FRANCES PASCHER, M.D., New York 





Wednesday, April 11, 1956, shall hence- 
forth be remembered by us and by those 
who are curious about medical history, as 
the day when a Chair of Dermatology and 
Syphilology was dedicated at the New York 
University-Bellevue Medical Center in the 
name of George Miller MacKee. It is fit- 
ting that Marion B. Sulzberger should be 
the first to occupy this chair, thus insuring 
the perpetuation of the accomplishments and 
the advancement of the goals of the Skin and 
Cancer Unit. 

It is my pleasant task this evening to re- 
late the story of this Unit. It begins in 
1882, the year of the founding of the New 
York Skin and Cancer Hospital at 243 
East 34th Street. This institution was thus 
one, of the very first of all hospitals ex- 
pressly devoted to the early diagnosis and 
treatment of cancer. The main floor was 
opened as a dispensary for the treatment of 
skin diseases on Jan. 11, 1883, and on Feb. 
26 the first dermatologic patients was hos- 
pitalized in a small back room on the first 
floor. This marked the opening of the first 
dermatologic inpatient service in America. 
Hitherto such patients had been shunned; 
the doors of hospitals had been closed to 
them. 
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Within a few years these quarters were 
no longer adequate. A new building, on the 
corner of 19th Street and Second Avenue, 
which still serves as our headquarters today, 
was occupied in 1895. While there were 
other departments, the dermatologic unit 
flourished and soon became the largest and 
most renowned of its kind. On its fiftieth 
birthday, the event was celebrated by the 
free treatment of 487 patients, the average 
daily census. In the good old days of the 
six-day week, this meant about 25,000 new 
cases and 50,000 revisits a year, plus 200 
admissions to the wards. Despite this full 
schedule and heavy case load, the derma- 
tologic staff attended the regular meetings 
of the Clinical Society of the Hospital, 
where dermatoses of unusual interest were 
exhibited and papers were read on a variety 
of clinical subjects: the role of heavy metals 
in the causation of skin diseases, desensiti- 
zation methods in the treatment of sycosis 
vulgaris, mycotic infections, and occupa- 
tional dermatoses. 

Dermatologic departments, unlike Topsy, 
don’t just grow. They emerge when the men 
on the staff regard themselves “ as debtors 
to their profession.” This was the attitude 
of the 31 men on the staff, headed by 4 
attendings: Paul c. Brechet, Jerome Kings- 
bury, Binford Throne, and Charles Mallory 
Williams. Some of the original staff are 
actively with us today: Jesse A. Tolmach, 
Else Ann Barthel, Andrew Franks, Paul 
Kline, and Irving Marks. 

Although the name of the institution was 
officially changed to the Stuyvesant Square 
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Hospital in 1931, the original designation 
was never dropped and continued to appear 
on all official documents. On Sept. 1, 1934, 
after 52 years of independent existence, 
during which time approximately 500,000 
patients had been treated, this venerable 
institution merged with its neighbor the 
New York Post Graduate-Medical School 
and Hospital. The inpatient departments 
were consolidated at the Post-Graduate Hos- 
pital, (now University Hospital) and the 


outpatient departments used the Stuyvesant. 


Square building. 


The Post-Graduate brought much to this 
merger. Its dermatologic department, mod- 
estly housed in the basement of the Mc- 
Kernon building, was a unique organization. 
It enjoyed an international reputation for 
the excellence of its teaching program and 
for the great variety of clinical material. 
Dermatologists from all parts of the country 
came for additional training and refresher 
courses; would-be dermatologists came to 
work in the clinic and to apprentice them- 
selves to the senior members of the staff; 
general practitioners sought short-term 
courses in the diagnosis and treatment of 
cutaneous ailments. Students no longer felt 
impelled to go to the dermatologic clinics of 
Vienna or Hamburg or Zurich. Here on 
the east side of New York was the Mecca 
of dermatology. How did this come to pass? 
There is no doubt that the Hegira of George 
Miller MacKee in 1927 made this possible. 
This young man, who had already made his 
mark at the Vanderbilt Clinic, brought with 
him a brilliant staff of devoted associates: 
Fred Wise, Isadore Rosen, Elias W. 
Abramowitz, and Max Scheer. 


The department if Dermatology and 
Syphilology prior to the advent of MacKee 
was subsidiary to Medicine. Within a year 
a model independent dermatologic unit re- 
placed the old set-up. Patients were no 
longer referred to other departments for 
minor surgery, for skin testing, for roentgen 
therapy, for photography, or for biopsies. 
The new case room was the center from 
which patients radiated to appropriate sub- 
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divisions of the unit. Fred Wise and Isa- 
dore Rosen were the chiefs of service; 
Marion B. Sulzberger, assisted by Jack 
Wolf, was in charge of the allergy room; 
the late Girsch Astrachan was in the syphilis 
room, while the late David Satenstein peered 
into his microscope, with Wilbert Sachs 
and Charles F. Sims at his side.. Joseph 
Amersbach was in surgery, Joseph Jordan 
Eller and Anthony C. Cipollaro watched 
over the non-shock-proof x-ray machines 
and other physical modalities, while George 
M. Lewis studied and treated mycoses. Lec- 
tures and case demonstrations were given in 
an adjoining amphitheatre while Mr. Fumi- 
galli waited in photography for every un- 
usual case. 

In 1931 the Post-Graduate Medical School 
and Hospital became an affiliate of Columbia 
University, and in 1935, as we have already 
seen, the famous Skin and Cancer Hospital 
merged with the Post-Graduate. Thus the 
facilities of both institutions were now at 
the disposal of a staff of 92 men for the 
benefit of a combined clientele which made 
117,670 visits that year. A six-day half-time 
clinic soon became full-time to accommodate 
the growing census. The late Laird S. Van 
Dyck and Henry D. Niles were the chiefs 
of the morning sessions. 


Additional laboratories were opened for 
diagnostic and research purposes: hema- 
tology under Frances Pascher, serology un- 
der Charles F. Rein, a chemistry laboratory 
for Herman Sharlit wherein he studied pig- 
mentation, indole metabolism and lipids, and 
an Experimental Research Laboratory which 
continues to pursue experiments in biochem- 
ical processes of the skin. Every cul-de-sac 
and subterranean passage between the main 
building and the adjacent smaller buildings 
was soon utilized. There was an animal 
room in the basement, a pharmacology lab- 
oratory on the roof; patients, students, doc- 
tors, teachers, and a staff of assistants on 
the four stories in between. 

A three-year program for postgraduate 
training in dermatology was provided in 
accordance with the requirements of the 
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American Board of Dermatology. Short- 
term courses to pediatricians and general 
practitioners, refresher courses to derma- 
tologists, seminars in histopathology and 
mysology, and the instruction of nurses in 
the care of skin patients all went on con- 
currently. 


There was all this, and publications, too. 
Fred Wise had more than 100 articles to 
his credit, most notable for their clarification 
of clinical problems.2 Marion Sulzberger 
averaged ten papers a year, exclusive of a 
textbook on Dermatologic Allergy. Both 
these men in addition edited the “Year Book 
of Dermatology and Syphilology.” Abramo- 
witz’s literary output reached the fifty mark ; 
the most significant dealt with pharmacology 
and drug eruptions. There were many other 
papers on a wide variety of clinical and 
laboratory subjects and countless numbers 
of case presentations. The experienced 
collaborated with the tyros; it was part and 
parcel of the teaching process. 


There was an esprit de corps that made 


‘men willing to come three times a week, 


11 months of the year without thought’ of 
remuneration, There was more than the 
case material, more than the opportunities 
for teaching and research. At the head of 
the unit was George Miller MacKee, a man 
with creative genius who had made and 
continued to make fundamental contribu- 
tions to the sciences of roentgenology and 
dermatology; an administrator who - ap- 
pointed men on the basis of merit without 
regard to creed or color, an executive who 
held himself aloof intentionally, I suspect, 
to better discern the value of his men, a 
human being who opened the doors to dis- 
placed colleagues from abroad, a leader who 
found it natural at one of our annual staff 
dinners at the New York City Athletic Club 
to pay tribute to the “women in my life,” 
as he put it—Katherine Sullivan MacKee, 
his wife and life-long associate in all his 
endeavors, Stella Perkins, his perceptive 
and devoted secretary at the clinic, Dr. Flor- 
entine Karp, and the other women doctors 
on the staff who served meritoriously. 


The year 1947 marked the termination 
of the affiliation of the New York Skin and 
Cancer Unit with Columbia University and 
the coincidental retirement of George Miller 
MacKee. Marion B. Sulzberger was the 
natural successor. A year later we joined 
New York University. Our official desig- 
nation became: The New York Skin and 
Cancer Unit of the University Hospital and 
the Department of Dermatology and Syphil- 
ology, Post-Graduate Medical School, New 
York University-Bellevue Medical Center. 
Thus the unit retains its identity within the 
vastness of this new title. 


As director, Marion B. Sulzberger bril- 
liantly fulfills the great task imposed upon 
him. We advance to the tempo of the radio- 
active isotope and the “tagged” allergen 
while we continue with the augmented activi- 
ties of yesterday. 


Students come from all parts of the con- 
tinent for postgraduate training (36 full- 
time and 12 part-time matriculates in 1955). 
Distinguished visitors from all parts of the 
globe come to observe the work and organ- 
ization of the department. We now partici- 
pate in undergraduate as well as postgraduate 
teaching, fully cognizant of the opportunity 
given us to attract promising students to 
our field. 


The Skin and Cancer Unit remains the 
largest, paid outpatient service of derma- 
tology in the world. The staff has grown 
to 120. Eight physicians hold part-time or 
full-time fellowships. 


A number of significant departmental 
changes have been’ made. The “old case 
room’’ is now the “treatment section,” where 
clinical assays of therapeutic agents are 
carried out systematically. The first of these 
assays appeared within a year of the re- 
organization. Penicillin therapy closed the 
syphilis room in 1950. Four hundred fifty 
patients had been treated in this room only 
the year before. 


A new section, Oncology, has been added 
and has received most encouraging support 
in the form of a generous grant from the 
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Lillia Babbitt Hyde Foundation. All neo- 
plastic and precancerous lesions, as well as 
certain nevi, are now referred to this section 
for study. It is the first intradepartmental 
section of its kind in the country. 


An interdepartmental body, known as the 
“Visible Tumor Conference” under the com- 
bined direction of the Dermatologic Service 
of the Unit and the Tumor Division of 
the Surgical Service of University Hospital, 
has been functioning for the past five years. 


This group joined by representatives of the’ 


departments of Radiology and Pathology 
meets weekly for consultation on patients 
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with tumors of the skin and mucous mem- 
branes. Thus this institution is joined with 
others all over the world in the fight against 
cancer. 


From this brief historical summary a 
basic fact emerges: the remarkable similarity 
between the leadership of yesterday and 
the leadership of today: MacKee and Sulz- 
berger—both great clinicians, both original 
investigators, both inspiring teachers, both 
prolific authors, both born administrators. 


‘Under this continued leadership the Unit 


faces the future on the eve of its seventy- 
fifth year with pride and confidence. 








JAMES CLARKE WHITE 


JAMES CLARKE WHITE (1833-1916) was the first 
professor of dermatology in America (at his alma 
mater, Harvard, in 1871). He described keratosis 
follicularis, June, 1889, several months before 
Darier’s report. He is credited with being the 
first to describe dermatitis venenata in the modern 
sense. He was a founder-member and first presi- 
dent of the American Dermatological Association. 
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Results in the Te hawel of Vstiligo 


with §- Methoxypsoralen 


SUEL A. SHELDON, M.D. 
E. RICHARD HARRELL, M.D. 
and 


ARTHUR C. CURTIS, M.D., Ann Arbor, Mich. 





Vitiligo, an acquired, idiopathic leuco- 
derma, has long been a vexing therapeutic 
problem for the physician. Therapy for this 
affliction has included use of ultraviolet light, 
freezing with carbon dioxide snow, injec- 
tions of gold thiosulfate, topical applications 
of bergamot oil, administration of pi- 
tuitary melanocyte-stimulating hormone 
(MSH), and the systemic and tropical use 
of the psoralen compounds. We wish ‘to 
present our experiences with the last-named 
substances. 


For many centuries, Egyptians have used 
the fruit of the Ammi majus Linn, plant in 
the treatment of vitiligo. A powder was 
prepared from this plant and ingested with 
simultaneous exposure of the affected skin 
to sunlight. While this treatment often pro- 
duced improvement or a cure, its use not 
infrequently provoked numerous undesirable 
side-effects, including erythema and vesicu- 
lation of the skin, vomiting, diarrhea, nausea, 
headache, nephritis, hepatitis, coma, and 
exfoliative dermititis. 


In 1947, Fahmy and Abu-Shady isolated 
from the crude plant extract three active 
crystalline principles: Ammoidin (8-meth- 
oxypsoralen), Majudin (5-methoxypsora- 
len), and Ammidin (8-isoamyleneoxypsora- 
len, which were determined to be the same 
as the previously known compounds xantho- 
toxin, bergapten, and imperatorin, respec- 
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tively.* These psoralen chemicals contain 
furan and coumarin groups. 8-Methoxy- 
psoralen is believed to be the most active 
repigmenting agent of the three isolated 
principles. 


Subsequently, these compounds have been 
used in various combinations both orally 
and topically by El-Mofty and others in the 
treatment of vitiligo.f In therapeutic doses, 
8-methoxypsoralen has been found to be 
relatively nontoxic, although anorexia, 
nausea, and erythema and vesiculation of 
the skin have been noted to occur. Sys- 
temic or tropical treatment with the drug 
has been found to be valueless unless sun- 
light or ultraviolet light is used in irradiating 
the involved skin. In the aforementioned 
studies, as many as 77% of vitiliginous 
patients using this treatment became repig- 
mented. It has been shown that 0.7 mg. of 
8-methoxypsoralen per kilogram of body 
weight is a safe does.{ Up to 50 mg. a day 
may be safely given to adults. Lerner and 
his co-workers have shown that topical ap- 
plication of the drug increases the erythema 
response of the skin to ultraviolet light, 
while oral administration diminishes this 
reaction. They also demonstrate that 8- 
methoxypsoralen absorbs ultraviolet rays 
from 2200 to 3500 A, with peaks at 2500 
and 3000 A. Lerner and his group investi- 
gated the mechanism of action of this com- 
pound and found that it has no effect on the 
tyrosine, dopa, or glutathione-inhibited- 
tyrosinase systems of chemical melanogen- 
esis in vitro.'! Kanof studied the effect of 
topical applications of the psoralens plus 
light ‘irradiation and reported 7.05% cures 


* References 1, 2, and 3. 


t+ References 4 through 10. 
+ References 2, 5, and 11. 








and 37.6% of patients with new melanin 
formation among 85 patients.1* He also 
found the 8-methoxypsoralen was as effec- 
tive when used alone as when combined with 
8-isoamyleneoxypsoralen. His findings in- 
dicated that natural sunlight used in con- 
junction with the drug was superior to 
artificial ultraviolet irradiations. Only rare 
instances of spontaneous cure in vitiligo 
have been recorded. 


Materials and Methods 


All patients in this study were treated with 8- 
methoxypsoralen exclusively. The ages of these 
persons varied from 3 to 62 years. Eighteen fe- 
males and seven males were treated, and the group 
consisted of twenty-one whites and four Negroes. 
Adults were given 10 mg. of 8-methoxypsoralen 
orally tid. or q.id. Treatment was begun with 
10 mg. orally per day, and the patients were in- 
structed to increase this dosage by 10 mg. orally 
every three days until the aforementioned recom- 
mended daily dosage was reached. This schedule 
was effective in reducing anorexia and nausea to 
a minimum. Children were given smaller oral 
dosages depending on their weight; usually these 
amounted to 10 or 20 mg. per day. The patients 
were also placed on topical 8-methoxypsoralen 
therapy to the involved areas once a day and were 
instructed to expose themselves carefully to in- 
creasing amounts of sunlight or ultraviolet light. 
Lotions and water-washable ointments containing 
0.1% or 1.0% 8-methoxypsoralen were applied 
topically. It was found that the use of the 0.1% 
ointment at the beginning of treatment often pre- 
vented severe erythema and vesiculation. Later, 
most patients were able to tolerate the preparation 
containing 1.0% 8-methoxypsoralen. All patients 
were cautioned agaifist excessive exposure of the 
skin to sunlight or ultraviolet light, especially 
at the beginning of treatment. They were advised 
to keep initial exposures to light well below the 
time of the usual erythema dose. They were then 
gradually to increase the exposure time to toler- 
ance. 

Since the drug was in short supply during the 
time of this study, some patients received either 
the topical or the systemic form of 8-methoxypsor- 
alen alone from time to time. The previously men- 
tioned undesirable side-effects were managed by 
discontinuance of all medications for a few days, 
symptomatic treatment, and gradual _ reinstitution 
of treatment up to tolerance. ; 


Sixty patients were originally placed on 


§ This drug was manufactured by the Paul B. 
Elder Company, Bryan, Ohio. 
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treatment. Eighteen failed to return for any 
follow-up, although strongly urged to do so, 
and subsequent letters to these persons were 
unanswered. Four months was found to be 
the shortest time in which a cure (100% 
pigment return) was obtained. Of the re- 
maining 42 patients, 17 were followed for 
less than four months. Therefore, these 17 
patients were not under treatment long 
enough for a possible cure and were elimi- 
nated from this study, leaving 25 patients 


in all who received therapy*and were fol- 


lowed for four months or more. 


Our results in these 25 patients are re- 
corded in the accompanying Table. Ninety- 
six per cent, or twenty-four patients, showed 
some return of melanin pigmentation in the 
vitiliginous areas. Such repigmentation 
usually began about the hair follicles (Fig. 
1) and the periphery of the lesions. The 
four patients who were cured were treated 
for periods of four, five, and six months. 
Figure 2 shows the clinical results in one 
of our cured patients. Our results were as 
follows: cured (100% melanin return): 4 
patients, or 16%; good response (75-99% 
melanin return): 5 patients, or 20% ; mod- 
erate response (40-74% melanin return): 
3 patients, or 12%; minimal response (1- 


‘39% melanin return): 12 patients, or 48%, 


and failure (0% melanin return): 1 patient, 
or 4%. 


Comment 


No maximal upper limit of effective treat- 
ment duration could be established in this 
group of patients, since there was consider- 
able variation in the speed of clearing in 
these persons. Treatment was continued as 
long as the clinical repigmenting reaction 
was taking place. The figures for the aver- 
age duration of vitiligo in these patients 
are interesting but without statistical sig- 
nificance in predicting the response to treat- 
ment as the number of persons in the 
various groups is too small. We still have 
the definite clinical impression that ‘the 
shorter time.a patient has vitiligo, the better 
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Fig. 1—This picture shows beginning repigmen- 
tation in vitiligo of the fingers. Note the follicular 
distribution of the new melanin pigment. 





Fig. 2—These photographs demonstrate the 
course of one cure in this series of patients. 4, 
this illustrates the extent of the patient’s vitiligo 
before treatment. B, after three months of 8-meth- 
oxypsoralen therapy, the lesions began to fill in 
with pigment. C, after five months of treatment, 
repigmentation was complete. 








his chances are of a cure under this type of 
therapy. 

Very poor results were obtained in pa- 
tients whose sunlight or ultraviolet light 
exposures were inconsistent and few. It is 
very important at the outset to inform all 
patients contemplating treatment with 8- 
methoxypsoralen that therapy must be con- 
tinued for several months or longer if they 
are to achieve satisfactory results. These 
compounds do not produce cures in a few 
days or weeks. Patients who cannot accept 
such a prolonged regimen should be discour- 
aged from undertaking this type of treat- 
ment. 
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results than the use of topical treatment 
alone. Kanof found new pigment in 37.6% 
of patients, contrasted with our 96%, and 
achieved cures in 7.05%, contrasted with 
our 16%. It is hoped that many of our 
patients in the good and moderate response 
groups will obtain a cure, because they are 
continuing to show increasing repigmenta- 
tion under treatment. 


Summary and Conclusions 
Twenty-five patients with vitiligo were 
treated with both topical and systemic 8- 
methoxypsoralen followed by sunlight or 
ultraviolet irradiation. They were followed 


Treatment Resulls in Vitiligo Using Combined Topical and Systemic 8-Methoxypsoralen 























Clinical Results Cured Good Moderate Minimal Failure 
Percentage of melanin return 100 75-99 40-74 1-39 0 
Number of patients 4 5 3 12 1 
Percentage of patients 16 20 : 12 48 4 
Average treatment time, mo. 5 13.5 6.08 9.95 12 
Average duration of vitiligo, mo. 23 91.2 58.3 56 8 




















Biochemical studies have shown that 
melanogenesis results from the interaction 
of a copper-protein enzyme, tyrosinase, with 
a substrate composed of the amino acid 
tyrosine.’* Various factors may affect the 
rate of this reaction, including ultraviolet 
irradiation, oxidation-reducing potentials, 
and the concentration of molecular oxygen, 
copper ion, sulfhydryl groups, tyrosinase, 
and tyrosine. The mechanism of action of 
the psoralen compounds in vitiligo is un- 
known, but Lerner and his associates have 
postulated that, like ultraviolet light, they 
inactivate sulfhydryl groups which inhibit 
melanin formation. 

It is interesting to note that, on comparing 
Kanof’s results with ours, a combination of 
topical and systemic 8-methoxypsoralen 
therapy seems to produce better clinical 
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for four months or more. Cure resulted in 
4, or 16%, and new melanin formation was 
seen in 24, or 96%. Adverse reactions were 
few and controllable. The shortest duration 
of treatment resulting in a cure was four 
months. In order to achieve satisfactory 
results, it was imperative that the lesions be 
irradiated with ultraviolet light or sunlight 
and that the patients remain on treatment for 
four months or more. Combined topical 
and systemic therapy with 8-methoxypsora- 
len is probably more effective than topical 
therapy alone. 
1313 E. Ann St. 


REFERENCES 


1. Fahmy, I. R.; Abu-Shady, H.; Schonberg, 
A., and Sina, A.: A Crystalline Principle from 
Ammi Majus Linn., Nature, London 160:468 (Oct. 
4) 1947. : 








UMI 








UMI 


TREATMENT OF VITILIGO 


2. Fahmy, I. R., and Abu-Shady, H.: Ammi 
Majus Linn.: Pharmacognostical Study and Isola- 
tion of Crystalline Constituent, Ammoidin, Quart. 
J. Pharm. & Pharmacol. 20:281 (July-Sept.) 1947. 

3.. Fahmy, I. R., and Abu-Shady, H.: Isolation 
and Properties of Ammoidin, Ammidin, and Maju- 
din, and Their Effect in Treatment of Leuco- 
dermia, Quart. J. Pharm. & Pharmacol. 21 :449 
(Oct.-Dec.) 1948. 

4. El-Mofty, A. M.: Preliminary Clinical Re- 
port on Treatment of Leucodermia with Ammi 
Majus Linn., J. ‘Roy. Egyptian M. A. 31:651 
(Aug.) 1948. 

5. El-Mofty, A. M.: Further Study on Treat- 
ment of Leucodermia with Ammi Majus Linn., J. 
Roy. Egyptian M. A. 35:1 (Jan.) 1952. 

6. El-Mofty, A. M.: Observations on the Use 
of Ammi Majus Linn. in Vitiligo, Brit. J. Dermat. 
64:431 (Dec.) 1952. 

7. Sekla, M.: Treatment of Vitiligo, Corres- 
pondence, A. M. A. Arch. Dermat. & Syph. 65: 
358 (March) 1952. 


8. Tzanck, A.; Sidi, E., and Bourgeois-Gavar- 
din, J.: Treatment of Vitiligo with Ammi Majus 
(Linn.), Bull. et mém. Soc. méd. hop. Paris 67: 
1400 (Dec. 7-21) 1951. 


9. Sidi, E., and Bourgeois-Gavardin, J.: The 
Treatment of Vitiligo with Ammi Majus Linn., J. 
Invest. Dermat. 18:391 (May) 1952. 


10. George, W. M., and Burks, J. W.: Treat- 
ment of Vitiligo with Psoralen Derivatives, A. M. 
A. Arch. Dermat. 71:14 (Jan.) 1955. 


_11. Lerner, A. B.; Denton, C. R., and Fitzpat- 
rick, T. B.: Clinical and Experimental Studies 
with 8-Methoxypsoralen in Vitiligo, J. Invest. 
Dermat. 20 :299 (April) 1953. 


12. Kanof, N. B.: Melanin Formation in Vitil- - 
iginous Skin Under the Influence of External 
Applications of 8-Methoxypsoralen, J. Invest. 
Dermat. 24:5 (Jan.) 1955, 


13. Lerner, A. B., and Fitzpatrick, T. B.: Bio- 
chemistry of Melanin Formation, Physiol. Rev. 
30:91, (Jan.) 1950. 


13 





~Kissing Bug ‘ Wite 


T..L. SHIELDS, M.D. 
and 
E. N. WALSH, M.D., Fort Worth, Texas 


ULTLTASD SHOE 
During the past two years we have seen 
45 patients who presented themselves be- 





cause of lesions which were caused by the 


bite of Triatoma sanguisuga, an insect com- 

‘monly known as the “kissing bug.” None of 
these patients had felt a “bite” or seen a 
bug. When advised as to the cause of their 
dermatosis, all were able to find the bug 
in or about their beds and brought it in for 
identification. 

Our primary purpose in presenting this 
paper is to familiarize the medical profes- 
sion, particularly dermatologists, with the 
insect and with a characteristic clinical pic- 
ture which may be produced by its bite. 
Of secondary but general medical interest 
is the relationship of the Triatoma family 
of insects to South American trypanoso- 
miasis, or Chagas’ disease, and the fact that 


the possibility of human infection with this 


disease exists in the United States. 


The Bug and Its Habits 


Triatoma is one genus of the Reduviid 
family of insects which must feed on the 
blood of vertebrate animals (Table). Stahl? 
in 1859 published the first monograph clearly 
defining this group. Since then they have 
been studied extensively by entomologists.” 
There are 15 species of the insect found in 
the southern half of the United States.* 
Some 46 species and many subspecies have 
been described throughout the world.* The 
species sanguisuga, which produced all the 
bites seen by us, has the widest distribution 
if the United States, extending from the 
Southeastern and Middle Atlantic states 
west to include Texas (Fig. 7). Other 
species found in the United States may 
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produce similar bite reactions.* Other com- 
mon names are cone nose, blood sucker, big 
bed bug, Mexican bed bug, Texas bed bug, 
assassin. bug, and cannibal bug (Europe). 
The name “kissing bug” was applied to this 
group of insects in 1899 by a newspaper 


Classification 


Jointed 
external pea 








Blood-and lymph- 
sucking insects 

--Feed on Blood 
of vertebrate 
animals 


“3"’-segmented | 
antennae” 





All these are 
found in fre Uaites 
States 





-- Principa lvector o 
Cc ’ disease in 
South America 





reporter in Washington, D. C. Nation-wide 
publicity was given his story of a woman 
in that city who was bitten on the face by — 
one of these insects and developed a severe 
local reaction.” 

Triatoma sanguisuga is a dark-brown to 
black insect, 18 to 24 mm. in length with 
orange markings about the periphery of the 
posterior two-thirds of the body (Fig. 2). 
The adults are winged but are not strong 
flyers. However, they are active, quick- 
moving bugs and because of their flattened 


*Ressman, A. J., and Pipkin, L. San Antonio, 
Texas, 1954, personal communication to the au- 


thors, and References 4 through 6. 
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bodies can hide easily in crevices or in bed 
clothing. 

Their normal habitat is the nests of the 
wood rat, opossum, and armadillo, and these 
animals are the usual hosts on which these 
bugs feed.2 The bugs may suck blood from 
any warm-blooded animal, including man, 
and apparently can multiply about farm 
buildings or houses where a source of food, 
such as domestic animals, mice, or rats, can 
be found. 

Their life cycle varies from species to 


To feed, the proboscis is extended and 
brought in contact with the skin. It is 
thought that the actual penetration of the 
skin is made with one of four fine hollow 
stylets through which the blood is suckedt 
(Figs. 2 and 4). The bite is painless. We 


were bitten by the bug and experienced only 


a slight tickling sensation. This is further 
attested by other investigators* and also by 
the fact that none of our patients felt dis- 
comfort at the time of the bite. In labora- 
tory feedings from the side of the hand the 


Fig. 1—Map showing distribution of principal species in North America. 


species, and individually it will vary with 
the temperature, humidity, and the frequency 
of feedings. The species sanguisuga has a 
life cycle of about one year from egg to 
egg.2 The female lays the eggs free, 15 
to 20 at a time. They hatch in 15 to 20 days. 
During development they pass through five 
nymphal stages and must have a blood meal 
in each stage in order to moult (Fig. 3). 
Some observers have seen one insect suck 
blood from another engorged bug.® 


bug required 8 to 12 minutes for engorge- 
ment. After this time the proboscis was 


‘spontaneously withdrawn. While feeding, 


the insect stands beside rather than on the 
host (Fig. 4), and in no instance in our 
experience have patients been bitten through 
clothing. The bugs are night feeders, biting 
the sleeping subject on an exposed part. 


+ Elkins, J. C.: Personal communication: to the 
authors, 1955. 
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Clinically the bites were always multiple, 
2 to 15, although usually inflicted by one 
bug. The lesions may be, grouped or scat- 
tered over various parts of the body. The 
most commonly attacked sites in order of 
frequency were the hands, arms, feet, head, 


and trunk. \ 


A, M. A. ARCHIVES OF DERMATOLOGY 


April to November. The bugs live through 
the winter in animal nests or possibly in 
houses. In warm climates (Florida or South 
Texas) they are active all through the year. 
Farther north they are apparently less active 
during the cold months, but they do not 
“hibernate” or go through a dormant stage. 


Fig. 2.—Triatoma sanguisuga: Artist’s drawing 
showing distribution of orange markings (light 
area) along the margins of the body. Detail draw- 
ings of the head show proboscis extended (lower 
left) ; and in normal carrying position (lower 


right). (After Packchanian) 


The normal interval between feedings is - 


about three weeks, although they may feed 
oftener. Laboratory insects have been 
known to go three to six months without 
a feeding. After a blood meal the bug 
retreats to the bedframe, bedclothing, or 
other articles of furniture in the room to 
hide. 

Bites were most frequently seen from 
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_ Our patients came from all parts of the 
city, from all types of dwellings, and from 
all economic levels. There was no obvious 
natural source for the bugs in most in- 
stances, although no systematic search was 
made for animal nests in the vicinity of in- 


+ Packchanian, A.: Personal communication to 
the authors, 1955. 
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fested houses. It was inferred, since a single 
bug was usually found, that the invasion of 
human habitations was “accidental.” 


Bite Reaction 


Except for brief mention in texts on 
medical entomology, only two references to 
the clinical manifestations of “kissing bug” 
bite were found in the English medical lit- 
erature. Dr. A. Davidson in the “Thera- 
peutic Gazette,” of Los Angeles, in 1897 
gave an excellent description of a severe 
local reaction.§ Arnold and Bell® in 1944 


All symptomatic bite reactions are appar- 
ently a sensitization phenomenon rather than 
a response to some primarily irritating sub- 
stance. Their severity depends on the sen- 
sitivity of the host and probably on the 
amount of antigen introduced during the 
bite. This was indicated by the following 
observations. 


One of us (T. L. S.), a native Texan, 
allowed one of the insects to feed for eight 
minutes on the side of his hand. The bite 
was painless. In 25 hours an erythematous, 
pruritic papule developed, which reached its 


Fig. 3.—Life cycle: These drawings depict the life cycle from the egg (upper left) to the 
adult winged male and female forms (lower right). Seven intermediate wingless nymphal forms 
‘ are shown approximately three-fourths life size. (After Packchanian) 


reported two patients in Hawaii with bites 
of Triatoma rubrofasciata (De Greer). 
However, many reports were found in the 
entomological literature describing local and 
systemic reactions. In 1941 Wood,* an 
entomologist, allowed several species of 
Triatoma to bite him and described the 
reaction as slight pricking sensation fol- 
lowed in a few days by a mild swelling at 
the site of the bite. Kofoid and Whitaker® 
refer to both local and systemic reactions due 
to Triatoma bites. 


§ Cited by Howard, L. 0.’ 


maximum size of 8 mm. in 72 hours (Fig. 
5), and slowly subsided over a 4-week 
period. The area finally desquamated, al- 
though no vesicle or bulla formed. The 
other one of us (E. N. W.), who has spent 
eight years in Texas but to his knowledge 
has not been bitten by a Triatoma, allowed 
the same bug to feed upon him for 8 to 12 
minutes on three successive occasions at 
intervals of three to four weeks. Following 
the first bite, no reaction whatever was noted 
for eight days (sensitization period?). At 
that time a 1.5 mm. nonsymptomatic erythe- 
matous papule developed and persisted for 
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Fig. 4.—Triatoma sanguisuga feeding on side 
of hand. Experimental bite. 


Fig. 5.—Seventy-tw2-hour reaction after labora- 
tory bite. Lesion was detectable for about four 
weeks. No vesicle formed, but the area finally de- 
squamated. 


Fig. 6—Linear arrangement of bites on the 
back. 
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about one week. After a second bite by the 
same insect, 3 weeks later, a papule similar 
to the first developed in 48 hours and was 
again detectable for about 1 week. The third 
bite by the same insect, after another -3- 
week interval, produced a 48-hour reaction 
which was slightly larger than 2 mm., was 
slightly pruritic, and lasted about 10 days. 

Similar increasing reactions with succes- 
sive bites were noted by Balazuc,! who let 
the insects feed upon him over a period of 


. one to two years. He also noted increased 


reaction in proportion to the number of bites 
which he received at one time. As he con- 
tinued to allow the bugs to feed upon him, 
the tendency to react was gradually lost. 

- The types of reactions which we have 
been able to recognize as “kissing bug” bites 
can be grouped under four headings: 


1. Papular lesions with a central punctum 
typical of, but usually severer than, ordinary 
insect bites (Fig. 5). This type probably 
represents a mild degree of sensitivity. 
Where lesions were grouped, the diagnosis 
of an atypical herpes zoster was often mis- 
takenly made (Fig. 6). Biopsy of one of 
these lesions on the third day showed a non- 
specific lymphocytic infiltration not identi- 
fiable as characteristic of an insect bite. 

2. Grouped small vesicles in an area 2 to 
3 cm. in diameter produced by one bite, with . 
moderate swelling, little redness, and no 
definite central punctum. This type of re- 
action was most commonly seen on the arms, 
and several such patients had had previous 
diagnuses of contact dermatitis. The pres- 
ence of other types of bite reactions in the 
same person helps in making the diagnosis. 
Thus, the patient shown in Figure 8 with 
a hemorrhagic bullous lesion on the thumb 
had these vesicular-type lesions on the arms 

3. Giant urticarial-type lesions in which 
a central punctum may or may not be visible. 
These are firm wheals 10 to 16 cm. across 
with brawny edema of a large area. In 
most of these patients the wheal was erythe- 
matous (Fig. 7). 

4. Hemorrhagic nodular-to-bullous lesions 
on the hands or feet. These are the most 
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characteristic severe bite reactions produced 
by the Triatoma and can be recognized as 
a “kissing bug”’ bite (Figs. 8 and 9). They 
may be the only lesions seen or may occur 
with lesions of other types on other parts 
of the body. The lesions are multiple and 
suggest erythema multiforme except that 
they ate usually unilateral. This type of 
severe reaction has often been attributed 
to a “spider bite.” It is now realized that, 
except for the black widow, spiders seldom 
bite and their bites produce little reaction.'® 

Lymphangitis and lymphadenitis may be 
associated with the last two types. Several 
patients with these severe local reactions 
had been given antibiotics with no apparent 
effect on the course of the inflammation. 
This tends to refute the suggestion of some 
observers that the reaction is due: to secon- 
dary bacterial infection introduced by the 
insect. 

Treatment of the bite reactions after the 
diagnosis is established is symptomatic. Dis- 
comfort is usually less than would be ex- 
pected from the appearance of the reaction, 
but many patients complain of severe itch- 
ing. Cool local applications and mild anal- 
gesics are all that is required. The most 
important point in management of this 
dermatosis is the finding of the bug. This 
confirms the diagnosis and eliminates the 
cause. It is necessary to emphasize that the 
search be thorough, since the bug may be 
found in any part of the bed or bedroom. 
Spraying or fumigating with chloropheno- 
thane (D. D. T.), pyrethrum, chlordane, or 
y-benzene hexachloride (Lindane) in the 
usually recommended concentrations did not 
kill the insect in the experience of several 
of our patients. 

As mentioned above, the type of reaction 
apparently depends on the sensitivity or 
“allergic state” of the patient toward some 
substance introduced at the time of the bite. 
Those patients who had had known previous 
bites had the severest reactions. 

One patient had bites for three sticcessive 
years. The third year, the local reaction was 
of the severe urticarial type with lymphan- 


Fig. 7—Giant urticarial-type reactions on back 
and arm. 


Figs. 8 and 9.—Typical hemorrhagic erythema 
multiforme-like lesions on fingers and hand. 





gitis and lymphadenitis. She had chills, 
fever, nausea, and vomiting within two to 
four hours after the bite. 


Relationship to Chagas’ Disease—South 
American Trypanosomiasis 

In 1909 Chagas discovered a trypano- 
some in the gut of Triatoma megista, a 
South American species. The next year he 
identified the same organism as the cause 
of the disease entity which now bears his 
name. | 

South American trypanosomiasis is a 
serious public health problem in Brazil and 
has been described in most of the countries 
south of the Rio Grande. The disease has 
never been diagnosed in the United States, 
but has been reported from Mexico ™ and 
the Canal Zone.” 

Surveys have shown that 8 of the 16 
species of Triatoma in the United States 
are infected with Trypanosoma cruzi.1® 
Values as high as 92% were found in one 
survey. In another rather more extensive 
survey in Texas 33% were found to be in- 
fected.'* : 

The disease is transmitted by the feces 
and not by the bite of the insect. Thus the 
feces or the crushed bug must be rubbed 
into an abrasion in the skin or a mucous 
membrane to produce infection. Animals 
may be infected by eating the bug. Wood 
rats, opossums, and armadillos, in whose 
nests the bugs live, serve as reservoirs of 
the disease. 

Some investigators have ‘maintained that 
organisms found in insects in the United 
States were nonpathogenic.> However, 
Packchanian in 1943 proved by human in- 
oculation that the trypanosome found in 
Triatoma in Texas was truly Trypanosoma 
cruzi and produced typical Chagas’ disease 
in a human volunteer.*® 

One reason that Chagas’ disease has not 
yet been found in the United States, despite 
the high percentage of infected insects, 
may be the fact that Triatoma sanguisuga 
does not defecate for.20 to 30 minutes after 
feeding. This observation was made by us 
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and by Elkins.|| This is in contrast to the 
habits of Triatoma megista, the principal 
vector of Chagas’ disease in South America, 
which defecates while feeding. None of our 
patients noticed the brown or black feces on 
their bedclothing, since the insect returns to 
its hiding place for this function. Other 
equally important factors are probably the 
relatively good housing and hygiene in this 
country. 

However, it seems likely that with the 
reservoir of infection present and the fre- 
quency with which the insect attacks man 
Chagas’ disease will sooner or later occur 
in the United States. 


Summary 

Attention is drawn to the Triatoma group 
of “biting” or blood-sucking insects, which 
are found principally in the southern half 
of the United States. 

Bites may cause severe local reactions and 
sometimes produce.systemic manifestations. 
The most characteristic recognizable lesions 
are hemorrhagic papules or bullae on the 
hands and feet or large urticarial-type les- 
ions on the trunk and extremities. The 
severity of the reaction depends on sensi- 
tization from previous bites. 

The Triatoma is the insect vector of 
Chagas’ disease, or South American try- 
panosomiasis. The disease is transmitted 
through the feces and not by the bite. 
While many insects in the United States are 
infected, the disease has never been diag- 
nosed in this country. It is to be reempha- 
sized that the bite reaction is not a 
manifestation of Chagas’ disease. 

Medical Arts Building (2) (Dr. Walsh). 

Addendum 

Since this article was written the first 
instance of human infection with T. cruzi 
was reported by Woody and Woody in The 
Journal of the American Medical Associa- 
tion. (Woody, N. C., and Woody, H. B.: 
American Trypanosomiasis [Chagas’ Dis- 
ease], J. A. M.A. 159: 676-677 [Oct. 15] 
1955). 


|| Elkins, J. C.: Personal communication to the 


authors, 1955. 
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Culawenas Elasticity andl Hy perclasticity 


FRANCIS E. ELLIS, M.D. 
and 
WILLIAM R. BUNDICK, M.D., Baltimore 





This study was conducted to determine the 
incidence of hyperelasticity. We _ believe 
that deviations from the normal are usually 
exhibited as variations in degree. In addi- 
tion to those patients who have the char- 
acteristics of Ehlers-Danlos syndrome, there 
are others who have one or more of the 
changes encountered in this syndrome, but 
to a slighter degree. 


Dermatorrhexis (Ehlers-Danlos — syn- 
drome) was the term proposed by Ron- 
chese? in .1936 for a symptom complex 
which consists of three factors: pronounced 
fragility of the skin and its blood vessels, 
with breaking, splitting, and the for- 
mation of hematomas and pesudotumors sub- 
sequent to the slightest trauma; a more or 
less pronounced hyperlaxity and hyper- 
elasticity of the skin; and hyperlaxity or 
hyperflexibility of the joints. In 1949 he? 
suggested the terms dermatofragility with 
dermatohyperelasticity and hyperlaxity of 
the joints. He also stated that the difference 
between the hyperelastic skin and the Ehlers- 
Danlos syndrome is that the former is only 
a dermatologic curiosity, but the latter is a 
clinical entity with severe consequences to 
the affected person. 


The literature has been adequately re- 
viewed by Ronchese * and Johnson and 


Recorded for publication July 15, 1955. 

Read before the Section on Dermatology and 
Syphilology at the 104th Annual Meeting of the 
American Medical Association, Atlantic City, June 
7, 1955. 

From the Division of Dermatology, Department 
of Medicine, University of Maryland School of 
Medicine. 

* References 1 to 3. 
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Falls. Leider in 19495 reported a patient 
who had a forme fruste of Ehlers-Danlos 
syndrome. 


The Hand as a Diagnostic Aid 


In this investigation the hand was used 
as a general indicator of hyperelastosis. An 
editorial in The Journal of the American 
Medical Association® (Chart 1) of Feb- 
ruary, 1954, and articles by Silverman and 
associates f suggested that the human hand 
is a unique organ from which an extraordi- 
nary amount of clinical information may be 
derived. The fist is approximately the 
same size as the héart, and excessive sweat- 
ing and tremors of the hand may be sug- 
gestive of neurocirculatory asthenia. Cya- 
nosis of the fingers and clubbing may 
suggest a congenital cardiac malformation. 
Excessive pallor of the creases of the palms, 
so that there is no redness, may denote 
severe anemia. Small red papules on the 
finger pads may be indicative of en- 
docarditis. 

Erythema of the palms with pulsating 
vascular nevi is suggestive of liver disease. 
Raynaud’s disease is frequently portrayed 
by the circulatory dynamics in the fingers. 
Cold cyanotic fingers may be indicative of 
shock. Warm moist hands with a fine tremor 
and with smooth and satiny skin may sug- 
gest hypothyroidism. In hypothyroidism 
the hands are rough, dry, and cold. The 
hand of a cretin is characteristically under- 
developed, while the hand of an acromegalic 
person is large, broad, and usually coarse 
and swollen. 

Arachnodactyly is characterized by abnor- 
mally long, slender fingers. It is a here- 
ditary disorder in which there is a high 
incidence of cardiovascular anomalies, in- 


+ References 7 and 8. 
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cluding septal defects, vascular hypoplasia, 
and medionecrosis of the aorta. Marfan’s 
syndrome { (arachnodactyly) is a condition 
in which narrow long bones (including 
fingers and toes) are associated with relaxa- 
tion of the ligaments, generalized under- 
development of the musculature, and 
frequently other developmental anomalies 
such as dislocation of the ocular lens, mal- 
formation of the heart, prominent ears, 
and a highly arched palate. Huff?! in 
1955 demonstrated abnormal photoelectric 
plethysmograms of the fingers of patients 
with chronic and acute lupus erythematosus, 
psoriasis, and scleroderma. 


between mild or moderate hyperelasticity 
and other changes which occur in the skin 
and joints as well as in systemic diseases 
or other alterations from the normal. 

The age, race, and sex of the patients 
was taken into consideration. As an index 
of hyperelasticity, the extensibility of the 
fifth finger was used. This was measured 
by having the subject place his extended 
hand on a flat surface with the forearm 
parallel to the examining surface, while the 
examiner extended the fifth finger as far as 
comfortably possible (Fig. 1). The angle 
of the finger to the flat surface was meas- 
ured with a protractor. For simplicity, these 


Cuart 1.—Hand Size or Changes Suggesting Generalized Diseases 


. Size of fist 

. (a) Excessive sweating 

(b) Sweating and tremors 

. Intention tremors 

. Cyanosis and clubbing (Hippocratic fingers) 


‘ on and syndact: 
i rachnodactyiviam=lons cone fingers; Marfan’s syn- 





. Osler’s _—_ small tender red nodule on finger pads and 


4 Pallor—lack of erythema of areas of palms 
Tremulous, warm, flushed, moist, smooth, satiny hands 


. Hands dry, rough, cold 

. Hands underdeveloped 

. Hands large, broad, coarse, swollen 

3 Shoulder-hand syndrome: pain, tifteess; limitations of 


motio: 
i Anesthesia, Prose nares, a Rage A ; 
3 hema of palms; spider angiomas, pulsating nev 
. Hands cold—dorsal veins, engorged; 


nail 
. Dynamics of ag eee circulation 
3 Hea a skin soft, hyperelastic; inereaned flexibility of fin- 


. Changes as in “ more advanced — 
. Arsenical keratos: ers and poner il 
21. Ostitis taberealose'm tiplex cystoid 
2 ie ing, pigmentation, a 
ai. especially dors dorsa - dons og 


cyanotic finger and 


wrinkling, 


: Tere pe be hererrge Siakibiviiibsing of fingers 
. Painless ulceration, finger tips 


Method of Study 


The skin of the hyperelastic hand feels 
moderately soft, smooth, and slightly moist. 
The feel of the skin resembles that of a 
baby because practically all infants exhibit 
hyperelasticiy. It was noted that many per- 
sons had varying degrees of hyperelasticity 
of the skin, and it was decided to survey 
a group of routine patients to determine 
the percentage level of this trait. This in- 
vestigation afforded the oportunity to deter- 
mine whether or not a correlation existed 


fReferences 9 and 10. 


- About size of heart 

. Neurocirculatory asthenia. Increased reaction to tension, 
excitement, etc. 

: Con ial heart disease, chronic pulmo d medias- 

a chronic mary ani 
tint” diesasas 

. Maldevelo spats = senienited heart disease 

. High incidence ‘of cardiovascular anomalies; Marfan’s 
syndrome (generalized underdevelopment defects and 
= maldevelopmental! defects of eye, heart, ears, palate, 

te 

. Subacute bacterial endocarditis 

. Severe anemia 

. Hyperthyroidism 
Hypothyroidism 

. Cretinism 

. Acromegalia 

. Myocardial infarction 

. Raynaud's disease 

5. Liver dysfunction 

. Advanced congestive heart failure 

. Portray the dynamics of general circulation 

. Hyperelasticity of joints, ligaments, general supportive 
tissues (mesenchymal) 

. Ehlers-Danlos syndrome 

. Chronic arsenical poisoning 

- Sarcoidosis 

. Generalized aging—adrenal dysfunction 


. Scleroderma 
. Chronic and acute lupus erythematosus, psoriasis, sclero- 


derma 
. Morvan’s disease (syringomyelia) 


measurements were made in multiples of 15 
degrees. 


As a measure of elasticity, the skin on 
the dorsum of the wrist was elevated be- 
tween the thumb and the forefinger of the 
examiner and the relative elasticity was 
estimated. Normal elasticity was indicated 
by 2+; less: than normal, 1 +; more than 
normal, 3 +. Scleroderma would have been 
rated 0, and a true Ehlers-Danlos 4 +. 


“Double-jointedness” is the term applied 
to hyperextensibility. If the patient was 
able to dislocate any joint voluntarily, this 
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was recorded. Patients were carefully 
checked for any type of visible scars. The 
diagnoses of skin eruptions were tabulated 
to determine the possible tendency for the 
devlopment of certain eruptions in indi- 
viduals with increased or decreased elasticity 
of the skin. 


Fig. 1.—Demonstrates how the little finger. is 
used for testing hyperelasticity. This patient is 
hyperelastic. The angle of the little finger to the 
examining surface is 90 degrees (that is, hyper- 
extended to 270 degrees). 
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Results of Study 


Age.—It will be noted in Table 1 and in 
Graph 1 that younger persons showed a 
greater degree of hyperextensibility of the 
small finger. Thus most of the subjects up 
to 5 years of age showed 90 degrees of 
mobility, but the percentage showing this 
degree of extensibility decreased rapidly 
with advancing years. 

Sex.—As noted in Table 1 and Graph 1, 
the females showed a higher degree of 
mobility than the males and this mobility 
persists to a later age than in the male. 

Degrees of Mobility.—of the 500 persons 
checked, 2 showed 15 degrees; 13, (2.6%) 
30 degrees; 100 (20%) 45 degrees; 156 
(about 31%) 60 degrees; 135 (27%)), 75 
degrees; 92 (18.4%), 90 degrees; and 2 
showed 105 degrees. On this basis of ex- 
tensibility (Graph 2), 60 degrees of mobility 
appears to be about the average, with 45 de- 
grees to 75 degrees as normal variations. 
Patients (18.8%) who demonstrated 90 de- 
grees of mobility or higher were considered 
as having moderate hypermobility (or hy- 
perextensibility ). 


TABLE 1.—Degrees of Mobility by Age and Sex 
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ELASTOSIS ELASTOSIS 


PERCENT BY AGE GROUPS DEGREES OF MOBILITY BY SEX 
SHOWING AT LEAST 90 DEGREES MOBILITY 


MALES = 
FEMALES --- 


AZMODWMV 














u T 
AGE IN YEARS 46 6 75 9 5 


GrapH 1.—Demonstrates that most young chil- DEGREES OF MOBILITY 
dren under 5 years of age show hyperelasticity ; 
about 7% of males at the age of 30 show this, 
while about 26% of females at 30 years of age 
have this physical feature. 


GrapH 2.—Shows the percentage of patients ex- 
amined who show various degrees of mobility and 
according to sex. 


TaBLE 2.—Degrees of Mobility vs. Relative Elasticity, Types of Scars, Double-Jointedness, Presence or 
History of Acne 
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Elasticity.—Table 2 shows that there is 
an increased elasticity with a corresponding 
increase in hypermobility. Because of this 
parallel, findings ~noted relative to hyper- 
mobility also apply to hyperelasticity. 

Ability to Dislocate Joints.—The percent- 
age of subjects able to dislocate their joints 
increased with a corresponding increase in 
degrees of mobility. 

Scarring. (Table 2.)—One hundred 
seventy-nine of the persons studied showed 
scarring. The majority had normal flat 
scars; 20 had atrophic scars, and only 3 
had hypertrophic scars. The percentage of 
atrophic scars higher in patients with de- 
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creased mobility, but the number is too 
small to be considered even. suggestive. 


Diagnosis——The various dermatologic 
diagnoses are listed in Table 3. On the basis 
of the 500 persons included in this survey, 
no conclusions can be made as to whether 
individuals with increased or decreased mo- 
bility (or elasticity) are apt to exhibit 
certain skin diseases. However, certain 
points of interest were noted. In Table 4 are 
tabulated the more frequently encountered 
diseases and the percentages of patients with 
each disease showing 75 degrees or less 
mobility (81.2%) and those with 90 degrees 
or more mobility (18.8%). 


TABLE 3.—Degrees of Mobility by Dermatologic Diagnoses 








Degrees of Mobility 


90 or More 





Diagnosis 30 
Bi 


45 60 90 105 
(94 cases) 








Contact derm. 


loc. 
Epidermophytosis 
Verruca 
Derm., seborrheic 


Pityriasis rosea 
Pruritus ani 
Neuroderim., dissem. 


Rosacea 
Keratosis, seborr. 
Folliculitis 
Alopecia areata 
Tinea capitis 
Tinea corporis 
Herpes zoster 
Impetigo 

Tu ulosis, V. C. 
L. E., chr. disc. 

L. E., chr. dissem. 











Gran. pyogenicum 
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Tasie 4.—Number and Percentage of Peter's. ee Various Dermatoses Showing Various Degrees of 
: ticity 












































ae) oe) a 
Diagnosis Cases Mobility Mobility Patients 
(No.) % (No.) % 

Entire group 500 (408) 81.6 (94) 18.8 
Acne vulgaris 65 (47) 72.2 (18) 27.8 Slight increase 
Neuroderm. dissem. s (6) 75.0 ( 2) 25.0 Slight increase 
Scabies 16 (8) 50.0 , (8) 50.0 Marked increase 
Tinea capitis ~ 6 (2) 33.4 ( 4) 66.6 Marked increase 
Neuroderm.., loc. 26 (24) 92.3 (2) 7.7 Marked decrease 
Psoriasis 16 (15) 93.7 (1) 6.0 Marked decrease 
Pityriasis rosea 12 (11) 91.7 (1) 83° Marked decrease 
Pruritus ani 8 ( 8) 100.0 (0) 0 Marked decrease 
Rosacea 7 (7) 100.0 (0) 0 Marked decrease 
Alopecia areata 6 (6) 100.0 (9) 0 Marked decrease 
Lichen planus 4 ( 4) 100.0 (0) 0 Marked decrease 

















In contact dermatitis, moles, and verruca 
vulgaris the percentages are about the same 
as the average. 

Acne Vulgaris.—The percentages for acne 
in the hyperelastic group are slightly higher 
than average. This does not necessarily in- 
dicate that persons with increased elasticity 
are more apt to develop acne, but rather that 
patients with acne are in the age group 
where increased mobility is to be expected. 
Corresponding percentages in the 16- to 20- 
year-old group indicate that 60.% have at 
least 75 degrees mobility and 25% have at 
least 90 degrees mobility. 

Localized Neurodermatitis——The _ inci- 
dence of this condition in the presence of 
hyperelastic skin is lower than the average. 

Epidermophytosis.—The percentages are 
lower than normal, although not as much 
as in the previous category. 

Seborrheic Dermatitis ——The _ percentage 
is lower than in the average hyperelastic 
group. Although seborrheic dermatitis is 
often associated with acne vulgaris, the fig- 
ures differ markedly. Included here are only 
those patients whose seborrheic dermatitis 
was so severe as to cause them to seek 
treatment. 

Psoriasis.—These percentages in the hy- 
perelastic group were also lower than the 


average. 


Scabies.—Although many of the patients 
were children, the percentages are much 
higher than expected in the hyperelastic 
group. . 

Pruritus Ani—There was no case of 
pruritus ani in patients who had more than 
60 degrees of hyperelasticity. As is localized 
neurodermatitis, it is possible that persons 
with hyperelastic skin are less apt to develop 
pruritus ani. 

Disseminated Neurodermatitis.—The per- 
centage was slightly higher than the average 
of the hyperelastic group, but the patients 
with disseminated neurodermatitis were 
from the lower age groups. 


In the hyperelastic patients no cases of 
pruritus ani, lichen planus, alopecia areata, 
or rosacea were diagnosed. These diseases 
are frequently classified as neurogenic 
diseases. These figures may not be signifi- 
cant since only 25 cases were so diagnosed, 
but they do suggest that these so-called 
neurogenic dermatoses are less apt to occur 
in the patients with hyperelastosis. 


In Chart 2 is presented a family history 
in which one will note that the younger 
children all have hyperelasticity whether 
their parents have hyperelasticity or not. 
On the other hand, if the parents or grand- 
parents have some degree of hyperelasticity, 
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then their children and/or grandchildren are 
apt to show an increase in elasticity. More 
family histories will have to be studied be- 
fore one can definitely state whether this 
trait of increased elasticity is dominant or 
recessive. It is not aparently sex linked, 
even though hyperelastosis lasts longer in 
the female. 


Ears: Lop Ears 
Patients with hyperelasticity are more 


apt to have ears that project farther from 


their heads (lop ears) than those with nor- 
mal elasticity. Frequently in the hyper- 
elastic group the part of the patient’s ears 


A, M. A. ARCHIVES OF DERMATOLOGY 


Comment 

Rothman '* stated that the elastic tissue 
stretched first and then the collagen fibers, 
and that there is an increased resistance. to 
stretching with advancing age. As a 
synonym for Ehlers-Danlos syndrome he 
used the term cutis laxa. Rothman wrote 
that in the Ehlers-Danlos syndrome the 
elastic fibers themselves are greatly in- 
creased in number and that the electronic 
microscope shows that there is indeed an. 
increase in the elastic fibers. He stated 
that the low tensile strength of infant’s skin 
depends on its high water content and the 
looseness of its collagen network, and that 


FAMILY CHART ON HYPERELASTOSIS 
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CuHart 2.—Squares [] = males; Circles O = females; Upper figure is the patient’s age, lower 
figure the patient’s degree of mobility. Ca. J, patient died of cancer of the breast; Ca. II, pa- 
tient died of cancer of the prostate; Ca. III, patient dying of cancer of ovary; X, patients dead, 
?, patients not examined; A’, patient had infantile eczema and as an adult atopic diseases 
(asthma and hay fever); A’, patient had infantile eczema, now clear. 


farthest from his head was 3.5 cm. Accord- 
ing to McEvitt,!* the normal ear extends at 
a 30-degree angle from the head, but the 
normal angle between,the concha and the 
scapha is about 90 degrees. In a protrud- 
ing ear these angles are increased. Lop or 
protuding ears }* are also considered to be 
a hereditary abnormality and may be due to 
maldevelopment or overdevelopment of one 
of the ear tubercles. In a patient with hyper- 
elasticity presented at a Baltimore-Washing- 
ton Dermatologic Meeting, the patient’s ears 
were markedly displaced downward. 


with advancing age the fibers become 
progressively matted and intertwined until 
compact bundles are formed in adults. The 
tensile strength is also reduced in pregnancy. 
Besides the physical amount of matting and 
intertwining of the fibers there may also 
be a biochemical difference in the fibers 
which alters with age. 

Rothman suggested that aging of skin 
with loss of elasticity, though partly due to 
changes in fibrous connective tissue, is 
mainly due to the: dehydration of the dermis. 
Extensibility of the skin is largely related 
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to its state of hydration, and this in turn 1s 
probably related to its content of mucopoly- 
saccharides, of which hyaluronic acid is a 
powerful hygroscopic agent. There is a 
higher mucin content in the skin of chil- 
dren compared to that of adults, but no 
satisfactory chemical data are available. 
Lever ?® states that in Ehlers-Danlos 
syndrome, “degenerative changes are ob- 
served in both the collagen and the elastic 
tissue,” but many authors think that the 


Fig. 2.—Cutis laxa (patient of Dr. Saunders). 
Patient was 55 years old. Note how the skin 
hangs in folds. 


changes in the collagen are predominant. 
The collagen bundles appear atrophic and 
split up or separated by edema. The elastic 
tissue is normal in many cases, but in most 
cases shows some breaking up or clumping. 
The amount of elastic tissue may appear in- 
creased; however, it is likely that the in- 
crease is not a real one, but is simulated by 
the atrophy of the collagen. There may be 
an increased number of the capillaries, with 
dilatation of their lumens and lumphatic 
vessels. Bossu and Lambrechts ?* reported 
eye changes in a patient with Ehlers-Danlos 
syndrome and stated that degeneration oc- 
curs in all the mesenchymal tissues. 
Perhaps the mesenchymal tissues, ground 
substances, elastic tissue, and collagen tissue 
may be more ‘important in: longevity than 
formerly believed. In pseudoxanthoma elas- 


ticum the changes in the elastic tissue are 
not confined to the skin, but also occur in 
the eyes, stomach, blood vessels, heart, and 
other organs as proved by biopsies and 
autopsies, as shown by Urbach and Wolf- 
ram 1? Revell and Carey,!* and Szymanski 
and Caro.!® In scleroderma there may be 
generalized involvement with _ sclerotic 
changes in the stomach, esophagus, heart, 
lungs, kidneys, and other internal organs. 
Olmsted and Associates,?® reported on 





Fig. 3.—Same patient as in Figure 2 but taken 
seven years later when the patient was 62 years 
old. Note how the skin sags and how the lax skin 
interferes with vision. (These photographs, from 


Ormsby, O. S., and Montgomery, H.: Diseases 
of the Skin, Ed. 8, Philadelphia, Lea & Febiger, 
1954, p. 656, are published with the permission of 
Dr. Montgomery and the publishers.) 


the use of a “pinchmeter,” a device for ob- 
jective clinical measurements of the cuta- 
neous elasticity. The applied force and the 
skin area between the two test points were 
held constant. The variable was how close 
the points of the “pinchmeter” approached 
under constant pressure. 


Cutis Laxa (Dermatochalasis, Chalasoderma) 

Andrews,” in his fourth edition, stated 
that dermatolysis tends to be slowly pro- 
gressive and is a disease in which the skin 
and subcutaneous tissues are hypertrophic 
and loosely attached so that the skin hangs 
in folds. The external appearance of the 
skin is unchanged, although it is somewhat 
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coarser than normal. He said that forme 
fruste are those cases in which there is 
cutis laxa or hyperflexibility of the joints 
alone. Other abnormalities, such as large 
frontal bosses, prognathism, flat feet, and 
myopia, with staphyloma, may be present. 
Under dermatolysis he also puts chalazo- 
derma and cutis laxa. 

In 1947 Carney and Nomland ”? discussed 
the various forms of looseness of the skin. 
their patient had a history of prolapse of 


the cervix through the vaginal orifice, re- 


laxed abdomen, etc. In their patient the 
skin sagged so much that the patient had 
to use Scotch tape to keep her upper eye- 
lids open in order to see. Dr. Saunders § 
reported a similar case at the American 
Academy of Dermatology meeting in 1954. 
The same case was presented by Dr. Bate- 
man § before the American Society of 
Plastic and Reconstructive Surgery. These 
studies indicate that in cutis laxa (chalaso- 
derma) ‘the skin loses much of its attach- 
ment to the underlying structure and there- 
fore hangs lax. Hyperlastosis decreases in 
degrees with age while cutis laxa increases 
in severity with age. 

The word chalazoderma has been used 
as a synonym for chalasoderma, relaxed 
skin. The former translated literally means 
hail skin, and therefore apparently is an 
error that has appeared in the literature. 


Report of Cases 


Case 1.—H yperelasticity—A man, aged 31, was 
first seen in February, 1950, for a lesion on the 
right shoulder of about two months’ duration. The 
lesion was a firm, skin-colored nodule about 
3X2 cm., and the clinical impression was that 
he had a lymphocytoma of the benign type. His 
skin felt soft, pliable, and elastic, and his little 
finger could be hyperextended to 90 degrees; there- 
fore he was classified as hyperelastic. Blood 
studies were normal. A. biopsy specimen was 
taken from the upper back. The epidermis was 
essentially normal. There was a mild dilatation of 


§ Saunders, T.: Personal communication to the 
authors and case presentation before the Ameri- 
can Academy of Dermatology, Chicago, 1954; 
Bateman, A.: Case presentation before American 
Society of Plastic and Reconstructive Surgery, 
October, 1954. 
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capillaries throughout the cutis and surrounded by 
a narrow zone of edema and small monocytes. The 
elastic tissue seemed to be normal. 


Case 2—Ehlers-Danlos Syndrome—A_ white 
man, aged 39,.was first seen in 1941. He reported 
that he did not know anything was wrong with 
his skin until he was 21 years old, when he no- 
ticed that he had to buy a special type of shoe in 
order to walk. More recently he found that fol- 
lowing a slight bruise there was extensive bleeding 
under the skin. During the last summer he in- 
jured his left knee, and this resulted in extensive 
subcutaneous hemorrhage which caused the leg to 
be markedly swollen and later indurated. He con- 
sulted a hemotologist because of the unusual bleed- 
ing tendency, and because his family doctor thought 
he had some blood dyscrasia. The patient stated 
that one of his three children, a boy, had a similar 
condition. Blood studies were normal. The pa- 
tient’s skin felt very soft, and the skin on the 
dorsum of his hand could be pulled up about 4 in. 
He could dorsiflex his fingers and toes 180 -de- 
grees without difficulty. The clinical diagnosis was 
Ehlers-Danlos syndrome. 

The biopsy showed an epidermis which was 
slightly atrophic, arid the dermal pegs were 
slightly less developed than normal. There was. a 
mild dilatation of the capillaries or small blood 
vessels in’ the upper cutis with some thickening of 
their walls with slight endothelial proliferation. 
The elastic tissue fibers were increased and seemed 
to be finer than normal. 


Summary 


The article gives a review of the differ- 
ent graduations of elasticity of the skin, 
and some of the more important references 
are cited. 

We are of the opinion that the milder 
forms of hyperelasticity have been over- 
looked. We determined, after examining 
500 patients for this feature, the percentage 
of patients with increased elasticity and 
what type of cutaneous lesions ate apt to 
occur in these patients. Sa 

Increased elasticity of moderate degree 
occurs in about 18% of patients. Females 
are more frequently affected than males. 
This increased elasticity tends to decrease 
with age. The condition may be familial. 
This moderate form of elastosis is associated 
with a soft, flexible skin. Cutis laxa in- 
creases with age, while hyperelastosis de- 
creases with age. 
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This preliminary survey suggests that in 
patients with this type of skin, certain 
skin disorders may be more or iess apt to 
develop. When the elastosis is severe the 
patients may develop displacement of ap- 
pendages, as drooping of-the ears, disloca- 
tions of shoulders and other joints, but do 
not tend to have difficulty following surgical 
procedures as do the patients with true 
Ehlers-Danlos syndrome. 


Attention is drawn to the fact that the 
physical findings of the hand may be in- 
dicative of heart changes, anemia, liver 
trouble, altered general circulation, sclero- 
derma, and other generalized diseases. 


A plea is made for some physicians work- 
ing in an active diagnostic clinic to check 
the hyperelasticity of the patients at various 
ages and see whether these patients do show 
variations from the average in the internal 
organs. 


8 E. Madison St. (2) 
840 Park Ave. (1) 


Abstract of Discussion 


Dr. Francesco RONCHESE, Providence, R. I.: 
I very much enjoyed the privilege of reading the 
interesting paper by Dr. Ellis and Dr. Bundick 
and hearing Dr. Ellis’ presentation. 


Complete Ehlers-Danlos syndromes are rare. 
Since publication of my two cases in 1936, I re- 
call having seen possibly two or three more which 
were presented at our dermatologic meetings. The 
incomplete form is commoner. 


I believe the Ehlers-Danlos syndrome is not a 
variety of “cutis laxa or cutis hyperelastica,” as 
frequently stated in the literature, with the dermo- 
fragility as part of it. It is rather the other way 
around. The dermofragility is the main feature 
of the syndrome. The hyperlaxity and hyper- 
elasticity are secondary features in “the complete 
syndrome. 


In relation to diagnostic possibilities when eval- 
uating skin elasticity, I have often noticed that in 
women who have borne children and do not show 
abdominal striae, the skin is soft, silky, “baby- 
like,” and more elastic than the average. The 
absence of striae of pregnancy seems to be dis- 
tinctly familial. Many of these women’s mothers 
and grandmothers also have shown no abdominal 
striae. I think it will be interesting to investigate 
the relation of the absence of striae of pregnancy 
to skin hyperlaxity and hyperelasticity, as concerns 


their pathogenesis. Their absence after pregnancy 
may develop into an incomplete case of . Ehlers- 
Danlos syndrome. 

Dr. Sture A. M. Jounson, Rochester, Minn.: 
It should be emphasized that Dr. Ellis and Dr. 
Bundick have studied and presented material cov- 
ering patients with both hyperelasticity of the 
skin and hyperextensibility and flexibility of the 
joints. This combination of findings in the same 
individuals makes a clinical picture which is dis- 
tinct from a large number of skin diseases where 
various degrees of cutis laxa are found, as acro- 
megaly, pseudoxanthoma elasticum, and others. The 
term fibroelastic dysplasia has been employed by 
some, particularly orthopedists, to designate the 
group of diseases in which this combination of skin 
and joint changes are seen simultaneously. In this 
group are the syndromes of Ehlers-Danlos, Mar- 
fan, and Lobstein, and the disease described by 
von Recklinghausen. Though in each of the four 
conditions similar changes in the skin and joints 
exist, there are cther features which differentiate 
one from another. In Ehlers-Danlos syndrome 
there is also fragility of the skin and blood ves- 
sels with formation of hematomas and pseudo- 
tumors subsequent to slightest trauma. In 
Marfan’s syndrome the arachnodactylia, subluxa- 
tion of the crystalline lens with cardiac and 
major blood vessel changes help to establish the 
diagnosis. In Lobstein’s syndrome, or osteogenesis 
imperfecta, fragility of the bones and blue sclera 
are important. In von Recklinghausen’s disease 
the café au lait spots, tumors, and various neuro- 
logical and organ changes are found. In each of 
these four diseases there is a definite familial 
tendency. Genetic studies show that most persons 
inherit their disease through a Mendelian dominant 
gene. This was also true for the family pedigree 
presented by the authors. 


There is the possibility that Dr. Ellis and his 
co-author have added another condition which 
should belong to the fibroelastic dysplasia group. 
I do not believe that a forme fruste of any of the 
four conditions mentioned by me is suggested by 
the text of their paper. 

Elasticity of the skin might have been measured 
more accurately by the presenters with the pinch- 
meter of Olmsted or the elastometer of Schade. 
The use of the protractor to measure extensibility 
of the fifth finger gives results which are concrete, 
repeatable, and comparable. The older person who 
complains about the progressive stiffness of his 
joints is not speaking idly, as one finds when one 
reviews Dr. Ellis’ results. Note the great dif- 
ferences in degree of hyperextensibility in various 
age groups. 

I was interested by the high degree of severe 
and unusual acne vulgaris in the hyperelastic 
group. This is a finding which I have often noted 
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myself. In fact, whenever I see a patient with 
unusual or severe acne vulgaris and odd scarring, 
I look for soft velvety skin and stretch the skin 
of the face to see if it is hyperelastic and also 
extend the joints of the hand to see if there is 
increased hyperextensibility. The pathological and 
biochemical changes in the dermis of either the 
collagen or elastic fibers or both must account for 
the unusual acne seen in these persons. Hyper- 
elasticity is a condition which all physicians should 
recognize because of its role in causing orthopedic 
problems like flat feet, subluxations, and disloca- 
tions. In addition Dr. Ellis has carefully enum- 
erated the many other physical changes which are 
seen in this group of patients, as bleéding under 
the skin, uterine prolapses, malformations of vari- 
ous types, and dermatologic complications like 
neurodermatitis, atopic eczema, and icthyosis. 
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Photosensitivity In Dermatology 





P. orphyrins, P. orphyrinuria, cecal P. orphyria 


ISRAEL ZELIGMAN, M.D., Med. Sc.D., Baltimore 





Dermatologists have particular interest in 
the porphyrins for several reasons. First, 
the porphyrins have been recognized for 
many years to be powerful photosensitizing 
substances. Secondly, they are important be- 
cause the porphyrias, i.e., clinical syndromes 
associated with abnormal porphyrin metabol- 
ism, sometimes involve the skin. 

From the biologic point of view proto- 


porphyrin III is the most important of the 
porphyrins both in the animal and in the 
vegetable kingdom. It is tetramethyl divinyl 
dipropionic acid porphin. It is present in 
respiratory pigments such as hemoglobin, 
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Society on Dec. 15, 1955. 


chlorophyll, cytochrome, and catalase. I[t is 
soluble in ether and in chloroform and is 
normally present in erythrocytes but not in 
urine. 

In order properly to appreciate the 
porphyrias, it is necessary to have some 
understanding of the chemistry of the 
porphyrins. The basic structure of all the 
porphyrins is the porphin nucleus which 
consists of four pyrrole units bound _to- 
gether by four methene groups.’ 


Recanr 


Hematoporphyrin is important because 
for years this pigment has been recognized 
as a potent photosensitizer to paramecia, 
enzymes, toxins, erythrocytes, white labor- 
atory animals, and man.’ It'can be formed 
by the action of strong sulfuric acid on 
hemoglobin and is an in vitro product only.” 
Hence the term hematoporphyrinuria is a 
misnomer and should not be used since this 
pigment is never naturally formed and is not 
present in urine. When artifically produced, 
it is soluble in acetic acid ether and its 
absorption bands are virtually identical with 
those of coproporphyrin. 
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Coproporphyrin is tetramethyl tetrapro- 
pionic acid porphin and is present normally 
in small amounts in urine (up to 300y per 
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24 hours) and in stool (up to 1000,). It 
is soluble in ether, but not in chloroform. 


Four theoretic isomers are possible and have 
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been synthesized, but only two are found 
in nature, Types I and III. Many authori- 
ties accept Type I as the usual one to be 
found in normal urine. The difference in the 
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isomers is such that in Type I the methyl 
groups are in positions 1, 3, 5, and 7; 
whereas in Type III they are in positions 
1, 3, 5, and ‘8. 
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Uroporphyrin is an octacarboxylated por- 


phyrin which is almost never found in nor- 


mal urine and stool. When it is present in 
discernible amounts in the urine, one is 
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rin I is shown here. 

All the porphyrins have characteristic 
physicochemical properties, some of which 
aid in distinguishing them from other sub- 
stances as well as from each other. They 


. all have a reddish color. They have specific 


absorption bands differing from other sub- 
stances. The absorption bands of some 
porphyrins help to distinguish one porphy- 
rin from another. They fluoresce red with 
near ultraviolet light. They have specific 
bands with fluorescence spectroscopy. Some 
have characteristic solubilities in organic 
solvents and in hydrochloric acid which 
allow for their separation from each other. 
The methyl ester melting point of each 
porphyrin allows for final differentiation 
from other porphyrins. 

There are several theories explaining the 
origin of urinary coproporphyrin and uro- 
porphyrin. According to the theory of 
exogenous source, they are derived from 
ingested porphyrins in such sources as 
meat, blood, or vegetables.* The catabolic 
theory presupposes that coproporphyrin is 
a breakdown product of protoporphyrin 
contained in hemoglobin.* Many authori- 
ties accept an anabolic theory, that is to 


say, small amounts of coproporphyrin are 


formed as a by-product of hemoglobin 
formation.* 


* References 5 and 6. 


By means of radioisotopic:. 


dealing with a case of porphyria. Unlike 
coproporphyrin, it is insoluble in ether, hence 
their separation from each other is quite 
simple. A proposed formula for uroporphy- 
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techniques, Rittenberg and collaborators’ 
have shown that glycine, acetic acid, and 
pyruvic acid supply the majority of the 
carbon atoms of the porphyrin molecule. 
Uroporphyrin is now not regarded as a 
pathological pigment formed from copro- 
porphyrin, but as the first porphyrin product 
formed by biosynthesis from glycine and 
acetate. Coproporphyrin is derived from it 
by subsequent decarboxylation, and finally, 
by further decarboxylation and oxidation, 
coproporphyrin is transformed into proto- 


porphyrin. 


Porphyrinuria 
Porphyrinuria may be defined as increased 
urinary coproporphyrin excretion.* Uro- 
porphyrin is not present in the urine under 
this designation. Various illnesses are ac- 
companied by porphyrinuria, but the chief 
manifestations of these are independent. of 
the disturbance of porphyrin metabolism 
which is sequential to them. 
Porphyrinuria accompanies the following: 
1. Febrile diseases (pneumonia, measles, etc.) 
2. Hepatic disorders (cirrhosis, hepatitis, etc.) 
3. Anemias associated with disturbed erythro- 
poiesis (pernicious anemia, anemia of sprue, 
macrocytic anemia of pregnancy). 
4. Intoxications (lead, gold arsenic, benzol, 
alcohol). 
Several important studies of coproporphy- 
rin urinary excretion in dermatoses were re- 
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ported by McFarland and Strain® and by 
Brunsting, Brugsch, and O’Leary.® The 
former workers found an increase of por- 
phyrin in the urine of patients with hydroa 
estivale and with arsenical exfoliative der- 


matitis ; the latter workers, in a large series 


of dermatoses, found no uroporphyrin in 
the cases studied but found significant in- 
creases of coproporphyrin in exfoliative der- 
matitis and some increases in extensive skin 
ulcerations, extensive burns with denuda- 
tion, erythroderma, erythema multiforme 
bullosum, and pemphigus vulgaris. 

In my study of urinary coproporphyrin 
excretion, normal adults and normal chil- 
dren were found to excrete not over 3 y 
per kilogram per 24-hour urine. Most of 
the 126 dermatologic cases studied, includ- 
ing photodermatoses, were within the normal 
range. A few cases of conditions not related 
to photosensitivity had a high coproporphy- 
rinuria (isolated cases of acne vulgaris, 
psoriasis, etc.). Most of the photoderma- 
toses, including chronic discoid lupus ery- 
thematosus, were within normal limits of 
coproporphyrinuria, though of 29 cases of 
chronic lupus erythematosus 7 showed an 
increase over the norm. All four instances 
of systemic lupus erythematosus studied had 
coproporphyrin excretion above the norm, 
but that porphyrinuria is easily explained 
by the associated fever and possible hepatic 
and/or erythropoietic involvement.’ 

Porphyrinuria was not found to be char- 
acteristic of chronic discoid lupus erythema- 
tosus or of any photodermatosis, and the 
- study of coproporphyrin excretion therefore 
contributes nothing to such dermatoses diag- 
nostically. 


Porphyria 

Porphyria may be defined as a disease 
characterized by abnormal porphyrin metab- 
olism in which uroporphyrin is usually ex- 
creted in the urine. The abnormal prophy- 
rin metabolic disturbance is an important 
aspect of the clinical syndrome. It is not 
a secondary manifestation such as increased 
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coproporphyrin excretion is in porphy- 
rinuria. 

There are many classifications of porphy- 
ria. The original classification by Giinther 7! 
is as follows: 

toxic 


Acute ' 


idiopathic 
Chronic 
Congenital 

Many other classifications have been used 
with criteria based on the course of the 
disease, clinical picture, etiology, and 
symptomatology.t 

Recently Schwartz * has employed a well- 
thought-out classification based upon the 
finding of increased porphyrin in certain 
tissues. He calls congenital porphyria 
“erythropoietic porphyria” because of the 
finding of increased porphyrin in the bone 
marrow. The other types of porphyria he 
considers to be “hepatic” because of the find- 
ing of increased porphyrin in the liver. 

Acute porphyria is sometimes caused by 
barbiturates and at times is seen in lead 
poisoning and during pregnancy. Most cases 
of acute porphyria, however, are of un- 
known cause and are considered to be idio- 
pathic. The type of porphyria in which 
attacks of porphyria recur is known as the 
acute intermittent type. All signs of chem- 
ical abnormality may be absent during the 
remission period. Usually there are no 
cutaneous manifestations of acute porphyria, 
but, when there are, one is dealing with 
mixed porphyria. 

The essential symptomatology of acute 
porphyria is based on the neurotoxic effect 
of uroporphyrin. There may be encephalitis, 
polyneuritis, weakness, ascending paralysis, 
etc. There may be irritability, hysteria, de- 
lusions, or hallucinations. Even the gastro- 
intestinal symptoms of severe abdominal 
colic, obstipation, and vomiting are the re- 
sult of the neurotoxic effects of uroporphy- 
rin on the parasympathetic nervous system. 
The urine contains large amounts of uropor- 


+ References 3, 12, and 13. 
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phyrin and porphobilinogen. 

In chronic porphyria or porphyria cutanea 
tarda the onset usually occurs in adult life 
and is frequently associated with alcoholism. 
Hepatic impairment is present often. Cu- 
taneous manifestations of chronic porphyria 
are many. There may be blister formation 
followed by erosions and scars on parts ex- 
posed to the sun, an effect which simulates 
hydroa estivale. Bullae frequently follow 
trauma, an effect which is reminiscent of 
epidermolysis bullosa. There may be sclero- 
dermatous changes, hyperpigmentation, or 
hirsutism. The exposed parts of the skin 
frequently have a purplish or brownish hue.t 
Uroporphyrin is present in the urine. 

The congenital or erythropoietic type of 
porphyria usually has its onset in childhood. 
Clinically it may be characterized by the 
presence of blisters typical of hydroa estivale 
and by hepatomegaly, splenomegaly, hemo- 
lytic anemia, and pinkish pigmentation of 
the teeth. Historically this has been a most 
important disease but it is quite rare. 
Uroporphyrin is present in the urine. 


Tests for Porphyrins 


There are many tests for porphyria. One 
of the simplest and easiest to perform is 
that of allowing the urine to darken on 
standing. This is not a specific type of 
test, however, since many urines have 
chromogens which upon standing oxidize to 
form dark pigments. In addition the urine 
of ochronosis blackens in a characteristic 
way upon standing. 

The Watson test is frequently used for 
porphyria. The test is performed by mixing 
1 ml. of urine with 1 ml. of Ehrlich’s agent 
(containing § paradimethylaminobenzalde- 
hyde) and 2 ml. of saturated sodium ace- 
tate. Frequently a reddish color results. If 
the red solution is shaken with chloroform 
and the pigment goes into the chloroform, 
then one is dealing with urobilinogenalde- 
hyde color. On the other hand, if the reddish 
color is insoluble in chloroform, one is deal- 
ing with porphobilinogen-aldehyde pigment. 


t References 15 and 16. 


If the test is positive with insolubility of 
the red color in chloroform, porphobilino- 
gen is present and therefore the patient 
has acute porphyria.4* Hence, though the 
Watson test is of great value in the diag- 
nosis of acute porphyria, it is of no value 
in those porphyrias which have cutaneous 
manifestations, since cutaneous effects are 
associated with chronic or congenital por- 
phyria in which uroporphyrin, not por- 
phobilinogen, is present in the urine. 

The absorption bands of uroporphyrin at 
552y and 596 will frequently be shown by 
direct spectroscopy if fresh urine is treated 
with hydrochloric acid. 

Characteristic fluorescence of urine under 
the Wood’s light is a valuable screening 
test for porphyria. It is positive in all por- 
phyrias. Normal urine for reasons unknown 
has a yellow, green, or blue fluorescence 
with Wood’s light. On the other hand, 
porphyric urine gives an orange to red 
fluorescence because of the presence of 
uroporphyrin. The urine should not be more 
than 24 hours old. It is not necessary to 
add any acid to the urine since porphyrins 
fluoresce red no matter what the pH is. 
This test, however, is merely a screen test 
since it is theoretically possible to have 
enough coproporphyrin present to give a 
positive test since, as we have said, all por- 
phyrins fluoresce red.!7 


A modification of the primary fluorescence 
test for porphyria may be utilized. To 250 
ml. of a 24-hour specimen of urine, 3 ml. 
of saturated sodium acetate solution and 
75 mi. of glacial acetic acid are added. The 
acidified urine is then extracted twice with 
an equal volume of ether and the ether ex- 
tracts are combined. The combined extract 
then normally contains all the fluorescing 
coproporphyrin. If the remaining aqueous 
phase contains uroporphyrin, however, it 
will also fluoresce red with Wood’s light. 
This is significant and indicative of por- 
phyria. 

A more complete study may be performed 
as follows: The total volume of the 24-hour 
specimen of urine is measured. To 250 ml. 
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of the specimen of urine, 3 ml. of saturated 
sodium acetate solution and 75 ml. of glacial 
acetic acid are added. The acidified urine 
is then extracted twice with an equal volume 
of ether, and the ether extracts are com- 
bined. The combined extract is washed 
twice with 1/5 volume of purified water 
containing some sodium acetate. (approxi- 
mately 10 cc. of saturated sodium acetate 
solution to 600 ml. of purified water). The 
washed extract is extracted three times with 


10 ml. of 5% hydrochloric acid, and the 


acid extracts are combined. The acid ex- 
tract can then be examined fluorimetrically 
or spectroscopically and compared with 
standard hematoporphyrin solutions, thus 
establishing a quantitative estimation of 
coproporphyrin excretion. In hydrochloric 
acid the spectral absorption bands of copro- 
porphyrin are at -594y, 574y, and 
550y. The acetic acid-ether spectrum of 
either coproporphyrin or of hemato- 
porphyrin is 623.9y, 597.3y, 57. 7y, 568.2y, 
529.3y, and 479.9y. 


Waldenstrém’s chromatographic analysis*® 
may be used for isolation .of uroporphyrin. 
After removal of the ether-soluble porphy- 
rin, the acetic-acid-soluble aqueous portion 
is passed through an adsorption column of 
aluminum oxide and eluted with 12% 
ammonia. The ammoniacal solution may 
be then expected to show the alkaline spec- 
trum of uroporphyrin, 612.0 y, \ 560.5 y, 
539.0 y, and 503.7 y.!® 


Summary © 

The chemistry of the porphyrins is re- 
viewed briefly. The essential differences be- 
tween porphyrinuria and porphyria are 
stated. No characteristic dermatoses occur 
with porphyrinuria. Characteristic derma- 
toses do occur with porphyrias. Various 
tests for the porphyrins are mentioned. 


DISCUSSION 


Dr. ABRAHAM Orruss: Dr. H. Goodman be- 
lieves that bergamot produces phytophotodermatitis 
only when contaminated with copper compounds. 
Is this your experience? 
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Dr. IsrRAEL ZELIGMAN: To my knowledge copper 
is not essential to the phytophotodermatitis pro- 
duced by bergamot oil. 

Dr. Earte Braver: Is there a therapy for the 
porphyria with pigmentation and hirsutism (e.g., 
the last case presented)? If. so, does it help the 
porphyria, the pigmentation and the hirsutism? 

Dr. IsRAEL ZELIGMAN: Many therapeutic ap- 
proaches have been used for chronic porphyria but 
none is specific. In one of my patients with por- 
phyria with hyperpigmentation and sclerodermatous 
changes, prolonged treatment with cortisone for 
another disease has been accompanied by the dis- 
appearance of uroporphyrin from her urine and 
with some amelioration of the sclerodermatous 
changes. I do not know whether- the cortisone: is 
producing a temporary effect, or a permanent ef- 
fect or whether what I have recounted is the 
natural course of the disease. 

Dr. Morris Lemer: A therapy that I have 
found effective in a case of porphyria cutanea 
tarda that I had to manage consisted of the sim- 
ultaneous exhibition of sulfapyridine and vitamin 
By. Within weeks on this therapy the patient en- 
joyed treedom from blistering and recession of 
both melanosis and hypertrichosis. 

Dr. CuHarLes REIN: Since lupus erythematosus 
can develop in hypertensive patients receiving hy- 
dralazine, (Apresoline), does photosensitization 
have any causal relationship in the production of 
this syndrome? 

Dr. IsrAEL ZELIGMAN: I do not know of any 
basis for considering photosensitization to be a 
factor in the nce oneal dopmerncctuamstenen phenomenon 
produced by hydralazine. 

Dr. Morris Lemer: What is the chemo- or bio- 
mechanism of photodermatitis ? 

Dr. IsRAEL ZELIGMAN: The presumed mechan- 
ism is absorption of quanta of energy by molecules 
of photosensitizing chemical present in the prickle- 
cell layer. This results in chemical change in the 
prickle cells which causes dermatitis. 
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P hotosensitivity in Various po 3 REE 


Lupus Erythematosus, Urticaria Due to Light, and Polymorphic Light Eruptions 


BEATRICE MAHER KESTEN, M.D., New York 





We are in agreement that photosensitivity 
is not the cause of lupus erythematosus, but 
there is some disagreement as to whether 
sunlight precipitates or aggravates the 
various types of lupus erythematosus. The 
following points may be of interest in 
evaluating the effects of the sun on patients 
with this disease. The onset of lupus is 
not uncommon after a severe sunburn. In 
temperate climates the seasonal incidence is 
strikingly high between March and July 
and lowest in December. The lesions are 
most often initially and predominantly on 
areas most exposed to the sun. It is esti- 
mated that discoid lupus is three times as 
common in persons with light-colored skin. 
Light-colored skin absorbs about as much 
ultraviolet light as dark skin reflects. To 
offset the above observations, lupus is more 
commoner in temperate zones than in the 
tropics. Kierland and co-workers, in an 


analysis of 154 cases of all types of lupus,’ 


found that only 22% were photosensitive. 
Michelson is of the opinion that although 
sunlight may at first adversely effect lupus 
of the discoid type, later the patients may 
engage in out-of-door activities without 
deleterious effects. He also noted that only 
some patients with the disseminated form 
date the onset from prolonged or unac- 
customed exposure to sunlight. 

Further observations suggesting photo- 
sensitivity in patients with lupus are as 
follows: 1. The ability to produce lesions 
characteristic of the disease, in persons with 
lupus, by exposure to ultraviolet light. 
Following exposure of a small area of skin 


Presented as the second of four papers in a 
Symposium on Photosensitivity in Dermatology 
held under the auspices of the Bronx Dermatologi- 
cal Society on Dec. 15, 1955. 
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to ultraviolet light, Garzon and later Kesten 
and Slatkin produced lesions indistinguish- 
able from the spontaneous lesions. In an 
area similarly exposed but protected by sun- 
screening chemicals no experimental lesions 
appeared. The latter workers were unable 
to produce experimental lesions by the ap- 
plication of heat, by freezing the skin, or 
with friction. 2. Widespread lesions have 
been reported after ultraviolet therapy to 
localized lesions. Previous to establishing 
the correct diagnosis, one of our clinic pa- 
tients with discoid lupus erythematosus of 
the scalp received an erythema dose of ultra- 
violet light to this area. Within a week 
the patient developed subacute lupus, which 
persisted several weeks. 


Porphyrinuria, so well presented by Dr. 
Zeligman, is rather commonly associated 
with photosensitivity. Lundy and Corson 
observed that porphyrinuria occurred in 
about one-third of 45 patients with various 
forms of lupus, and that porphyrinuria in 
the discoid type disappeared with improve- 
ment in the disease. In his doctoral thesis 
on the relationship of porphyrin metabolism 
to dermatoses, Zeligman reported that por- 
phyrinuria occurred more frequently in pa- 
tients with lupus erythematosus than in 
patients with other dermatoses. Copropor- 
phyrins excreted in the urine were above 
normal values in about one-fourth of the 27 
patients with discoid lupus and in all of 
the four patients with disseminated lupus. 
He stressed the fact that although prophy- 
rinuria occurs more frequently in patients 
with photodermatoses, the presence of in- 
creased coproporphyrin excretion is not 
diagnostic of photosensitivity. 

The response of lupus to drugs suggests 
a- photosensitivity. Zarafonetes found that 
five»of nine patients with lupus were sen- 
sitive to ultraviolet light and a favorable 
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response tollowed the ingestion of sodium 
para-aminobenzoic acid. Davidson, in 1938, 
after observing an immediate relapse in a 
patient with discoid lupus following ultra- 
violet light therapy, administered quinine 
with beneficial effect. More recently other 
antimalarial drugs, such as quinacrine hy- 
drochloride and chloroquine phosphate, when 
given orally, have been shown to control 
effectively discoid lupus in most instances. 
All of the above drugs also are effective sun- 
screening agents. 


It seems appropriate to mention that 
other diseases which occur on the exposed 
areas may imitate lupus and may or may 
not be adversely affected by sunlight. At 
a recent meeting of the American Academy 
of Dermatology and Syphilology Dr. Wood- 
burne of Denver showed photographs of 
plaque-like, itching eruptions of the exposed 


. areas due to photosensitivity which were 


clinically indistinguishable from lupus. The 
congenital telangiectatic erythema in dwarfs, 
recently described by Dr. David Bloom, in 


which photosensitivity may occur, is also 


to be distinguished from lupus. Further, 
the eosinophilic or lymphocytic granulomata 
of the face, in which sensitivity to light 
does not seem to be a factor, are to be 
differentiated, usually by biopsy, from lupus. 


From the above observations, it seems 
fair to assume that sunlight falling on suit- 
able terrain percipitates or aggravates lupus 
erythematosus in many patients. This may 
well be a Koebner phenomenon, a possibility 
that I shall leave to Dr. Gross to explore. 


In contrast to lupus, various types of 
lesions are caused by exposure to the sun. 
The two assigned to me to discuss, namely, 
solar urticaria and polymorphic light erup- 
tions, are seasonal and occur in apparently 
healthy people. Before discussing them, I 
should like to review a few facts about sun- 
light. 

The solar spectrum is a continuous band 
of electromagnetic waves which are con- 
veniently measured in Angstrém units (A.). 
The sun’s rays concerned with light sensi- 
tivity range from approximately 2900 A. 


to 14,000 A. In this spectrum ultraviolet 
energy is emitted from wave lengths be- 
tween 2900 and 3900 A., visible light be- 
tween 3900 and 7700 A., and near infrared 
from 7700 to 14,000 A. Sunburn is pro- 
duced by a fraction of the sun’s rays lying 
between 2900 and 3170 A. in the ultraviolet 
region. The blue-violet of visible light is 
emitted by wave lengths between 4000 and 
5000 A. 


Solar urticaria is commoner than the 
literature on the subject indicates. In per- 
sons who suffer from solar urticaria, brief 
exposure to intense sunlight is followed 
shortly by an outbreak of rather large ery- 
thematous wheals on the areas exposed. If 
exposure is prolonged, generalized urticaria, 
edema, syncope, and shock may follow. De- 
pending on the exposure and the sensitivity 
of the individual, the attacks last from a 
few hours to two days. Only a few refine- 
ments have been added to the classic report 
of Dr. Ward of Albany, who in 1905 de- 
scribed a case of erythema and urticaria, 
with a condition resembling angioneurotic 
edema, caused only by exposure to the sun’s 
rays. The woman described by Dr. Ward 
developed wheals on her arias and neck 
the first time while working in a garden. 
Shortly thereafter, while she was rowing a 
boat, hives reappeared on the upper exposed 
areas and this time also on the ankles, 
which were accidently exposed by the skirt 
being pulled up a little. Protection from 
urticaria was afforded by carrying a parasol 
and wearing a thick veil and gloves. Dr. 
Ward became inquisitive about the ability 
of the sun’s rays to produce urticaria. In 
his office, in the presence of another physi- 
cian, he did the following tests on the 
patient. In one experiment he exposed her 
arm to direct sunshine, and wheals de- 
veloped. In another experiment he exposed 
her arm to the sun as it shone through the 
window pane, and wheals again developed. 
In further tests he placed red and yellow 
glass filters over her arm and reexposed the 
area to the sun. Redness and itching de- 
veloped only under the yellow glass. He 
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tested her arm with heat and cold and ex- 
posed an area to x-ray radiation, and no 
wheals developed. And so, by these simple 
tests, Dr. Ward demonstrated that sun- 
light was the cause of urticaria in this 
patient and that it was produced by wave 
lengths in the solar spectrum longer than 
those of the ultraviolet that produces sun- 
burn and near to those of visible light. 
Since then about 60 cases of solar urticaria 
have been reported, and we have observed 
an additional 10 cases. By means of mono- 
chromatic light or more commonly with 
the use of the Corning glass light-trans- 
mitting filters it has been possible to define 
the approximate wave lengths in the sun’s 
rays producing the urticaria. A résumé of 
50 cases of solar urticaria shows that sen- 
sitivity occurs most frequently to the en- 
tire ultraviolet light spectrum and_ less 
often but in about equal numbers only to 
the rays of ultraviolet producing sunburn 
or only to the blue-violet of visible light. 
Watkins reported one case of urticaria due 
to infrared, and Duke reported urticaria, 
at first localized and later generalized, fol- 
lowing burns with hot grease. 

Solar urticaria is deemed an allergic re- 
action for the following reasons: Wheals 
are not a normal response to exposure to 
sun; urticaria, in the above patients, is pro- 
duced by exposure to sunlight; circulating 
antibodies, capable of transfer by the 
Prausnitz-Kistner technique, have been 
demonstrated in about one-sixth of the pa- 
tients with solar urticaria; and hyposensi- 
tization to sunlight has been accomplished in 
some instances by graded exposures to sun- 
light. 

Determination of the wave lengths in 
the solar spectrum to which the patient is 
sensitive may be useful in therapy. General 
treatment will, I believe, be discussed by Dr. 
Kanof. 

Polymorphic light eruptions, the name 
given by Haxthausen to both the eczematous 
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and the prurigo-like eruptions in light-sen-’ 
sitive patients, includes many morphologi-. 
cally similar eruptions. In this group the 
following may be included: eczema perstans 
solare, the group of light-sénsitization cases 
in adults of the British authors; contact 
type solar dermatitis; summer prurigo, 
prurigo aestivalis ; prurigo simplex chronica 
recidivans; and the erythematous plaques 
resembling lupus erythematosus which occur 
in light-sensitive patients living in the south- 
western part of the United States. 

These eruptions occur predominantly on 
the face, ears, neck, and lateral surfaces of 
the arms after exposure to the sun. The 
majority are sensitive to ultraviolet light 
and to wave lengths producing sunburn. In 
a few, sensitivity to ultraviolet light has 
been demonstrated by passive transfer by 
the Prausnitz-Kistner technique. Topical 
application of chemicals which absorb ultra- 
violet light or systemic administration of 
chloroquine phosphate affords relief. 

From the foregoing one may conclude © 
that patients with lupus erythematosus may 
be photosensitive and that photoallergy may 
result in urticaria or a dermatitis of the 
eczematous or pruriginous type. 


Di ‘ 


Dr. JosepH Morse: Can long, close exposure 
to a neon fluorescent lamp be a factor in the 
causation of discoid lupus erythematosus? 

Dr. Beatrice Kersten: If the ultraviolet is the 
only wave band affecting lupus erythematosus, then 
fluorescent lamps could not adversely affect lupus 
erythematosus. Dr. Cipollaro has stated that mod- 
ern fluorescent lamps do not emit ultraviolet en- 
ergy. 

Dr. CHARLES REIN: Since the antimalarial drugs 
are equally effective in lupus erythematosus and 
benign lymphocytic infiltration, is photosensitiza- 
tion a causative factor in the latter disease? 

Dr. Beatrice Kesten: I do not know. The two 
patients with lymphocytic infiltrations of the face 
whom I have studied were not photosensitive. Nor 
was I aware that this condition responds to anti- 
malarial drugs. 
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In 1872 Koebner described the phenome- 
non which bears his name, but a more de- 
tailed discussion by him is to be found four 
years later in the third volume of the 
Vierteljahresschrift fiir Dermatologie und 
Syphilis (1876). In refuting the theories 
of psoriasis as a dyscrasia or embolic skin 
reaction, he stated: “In my opinion there 
is present in the skin organ of the psoriatic 
a peculiar disposition, which, mostly heredi- 
tary but at times acquired, may remain 
latent for years. It may react to the most 
varying stimuli just in this pattern of in- 
flammation of the skin . . . From this point 
of view there is an explanation for the 
sites of predilection of the first appearance 
of psoriasis and the but temporary results 
of local therapy!’ It is important to note 
that Koebner includes in the varying stimuli 
which precipitate new lesions of latent 
psoriasis internal stimuli as well as the ex- 
ternal ones. Kreibich broadened the appli- 
cability of the principle and spoke of the 
isomorphous reaction to stimuli (isomorpher 
Reizeffeckt). 

Studying deficiency diseases of the skin, 
I have been impressed by the pattern of 
widespread pellagra and some_ other skin 
eruptions due to deficiency of. vitamin B 
complex. In pellagra the typical involve- 
ment of the skin exposed to sunlight (dor- 
sum of hands and feet, Casal’s band) is 
only one part of the dermatologic picture. 
Lesions at the site of friction (groin, inter- 
gluteal fold, vulva, and scrotum) or in 
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areas subjected constantly to tension strain 
(elbows and knees) are not infrequently 
found in these cases, if looked for sys- 
tematically. 


It was left to Bean, Spies, and Vilter to 
give us real insight into the mechanism of 
the isomorphous reaction. In a paper on 
assymmetrical cutaneous lesions in pellagra 
which apepared in May, 1944, in the Arch- 
ives of Dermatology and Syhpilology, they 
deal with the factors producing a Koebner 
phenomenon in pellagra, without nientioning 
the term. Before quoting the conclusions 
of these authors it is important to refer 
to the work of Moore, Spies, and Zola 
Cooper, who showed histologic changes in 
the clinically normal skin of pellagrins which 
differed only in degree from those found 
in the pellagrous lesions. In discussing the 
topography of pellagra Bean, Spies, and 
Viltner state: “Conditions favoring this un- 
usual distribution of lesions include stasis, 
scars, burns, pressure, irritation, friction and 
inflammation.” They were able to induce 
assymmetrical cutaneous lesions in two - 
pellagrins in relapse by heat and ischemia. 
They conclude: “Our observations do not 
indicate that anoxia produces a specific 


reaction in the tissues of pellagrins, but 


they are compatible with the hypothesis that 
the cutaneous lesions as well as other dis- 
turbances in pellagra result from a de- 
creased function of respiratory enzymes. 
Whenever local anoxia or increased meta- 
bolism prevails, localization of lesions may 
occur.” 

It is logical to compare the results of 
Spies and associates with dermatologic ex- 
perience in psoriasis. Madden and others 
have found abnormal histologic changes in 
the normal-appearing skin of the psoriatic. 
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The distribution of the psoriatic lesions 
clearly indicates the role which friction, 
tension, strain, and other mechanical stimuli 
play in their production. Eruptions of dis- 
crete lesions of psoriasis caused by exposure 
to the ‘sun have been reported, but are 
comparatively rare. We are, however, more 
impressed with psoriatic erythroderma pro- 
duced by sunburn or exposure to ultra- 
violet rays. 

Considering the Koebner phenomenon as 
a reaction occurring in the skin and caused 
by a disturbance of cellular metabolism in 
this target organ, we can readily see that 
it does not apply to light-sensitivity der- 
matoses based on allergy (urticaria, eczema 
solare) or to those dermatoses due to the 
presence of. photosensitizers on the skin 
(bergamot oil and citron, psoralens, coal 
tars) or reaching the skin through the cir- 
culation (sulfonamides, acriflavine, pso- 
ralens, porphyrin, chlorophyll and others). 

It should be pointed out that in those 
diseases where sunlight may produce an 
isomorphous skin reaction, other radiant 
energy like infrared rays or roentgen rays 
may also do so. This is true in psoriasis, 
keratosis follicularis (Darier) and pity- 
riasis rubra pilaris. The fact that vitamin 
therapy. may produce therapeutic results in 
the latter two dermatoses again focuses our 
attention on a disturbance of cellular meta- 
bolism. The fundamental studies by Peck, 
Chargin, and Sobotka show that genetics 
may account for a disturbance of vitamin A 
utilization, explaining the failures of therapy 
in some cases and the need for prolonged 
maintenance therapy in others. 


The work by Brunsting and Sheard on 
vitamin A in pityriasis rubra pilaris leaves 
no doubt that there are multiple factors 
which contribute to the complexities of 
conditioned vitamin deficiency of the skin. 


We are therefore on safe ground by 
assuming that in Darier’s disease and pity- 
riasis rubra pilaris the production of lesions 
by sunlight and ultraviolet rays is a true 
Koebner phenomenon. In addition to the 
production of lesions by a single exposure 
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to sun in a patient with pityriasis rubra 
pilaris in remission after vitamin therapy, 
I have seen several cases of erythroderma 
developing after injudicious ultraviolet ther- 
apy of pityriasis rubra pilaris. 

In Darier’s disease Preissman was able 
to produce isomorphous lesions in normal 
skin by repeated exposures to ultraviolet 
light. The development of new lesions after 
roentgen therapy has been repeatedly dis- 
cussed at dermatologic meetings. 


One of the least understood light-sen- 
sitivity phenomena is the effect of sunshine 
on lupus erythematosus. Despite the fact 
that it plays an important role in the pro- 
duction of new lesions or may precipitate 
severe attacks in the chronic discoid and 
especially in the systemic disease, the effect 
may be absent, especially in the extensive, 
chronic scar-producing type. The recent 
attempts to explain the therapeutic effect of 
the antimalarial drugs in lupus erythe- 
matosus by a decrease of its photosensitivity 
cannot stand up under careful clinical and 
experimental scrutiny. No proof of true 
photosensitivity has ever been offered in 
lupus erythematosus. At best, Sapuppo 
could establish a shortening of the latency 
of erythema reaction to ultraviolet light in 
patients with lupus erythematosus. This 
author denies the presence of true photo- 
sensitivity and assumes chronic subinflam- 
matory condition diffusely involving the skin 
of patients with discoid lupus erythematosus. 
If his findings can be substantiated by his- 
tologic and histochemical studies, a com- 
parison with pellagra will be permissible 
and metabolic changes in the skin postulated 
as substrate for a Koebner phenomenon due 
to actinic rays. There is some evidence that 
roentgen rays and infrared rays as well as 
mechanical trauma may precipitate lesions 
of lupus. 


The absence of reaction to sun rays in 
some cases could be compared to the be- 
havior of pellagra in remission. I have, of 
course, no intention to consider lupus ery- 
thematosus a metabolic disease, but a pro- 
found biochemical disturbance in the skin 


















KOEBNER PHENOMENON 


of lupus erythematosus patients must be 
suspected from the atrophy and scarring 
which results from inflammatory changes, 
which neither clinically nor histologically 
_ give the impression of a destructive process. 
Such an hypothesis does not exclude in- 
fection as a possible cause, leading to a toxic 
effect on the target organ or to a hyperergic 
reaction of the collagen system. 

Even more difficult is the interpretation 
of the bullous lesions in porphyria cutanea 
tarda. It is a well-known fact that blisters 
cannot be produced at will by exposing the 
skin of these patients to sun rays or filtered 
light emitting rays within the absorption 
spectrum of porphyrin (3600 to 4000 A.). 
On the other hand, mechanical trauma or 
an actual burn with ultraviolet rays will 
have a vesicant effect, but only in those 
areas which are chronically exposed to the 
_ sun. The clinical appearance of the skin 
of the exposed areas in these cases, so well 
described by Brunsting and others, is sug- 
gestive of actinic damage to the cellular 
metabolism of the skin, with liver damage 
and manutrition due to alcoholism as con- 
tributing factors. 

I have tried to call your attention to the 
usefulness of the correct interpretation of 
the Koebner phenomenon in investigative 
dermatology. That actinic rays take their 
place as stimuli of a Koebner phenomenon 
with mechanical and chemical trauma is 
well established in psoriasis, pityriasis rubra 
pilaris, and Darier’s disease. The mech- 
anism of the so-called photosensitivity of 
lupus erythematosus, poikilodermatomyo- 
sitis, Riehl’s melanosis and other skin 
diseases deserves further study, one phase 
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of which should be the clinical and experi- 
mental evaluation of their isomorphous 
reactivity. In doing so we may be able to 
evaluate photosensitivity in this group of 
diseases more clearly without committing 
the error which Spies and his group describe 
as follows: “Another obstacle to progress 
has been the morbid fascination which sun- 
light has held as the exciting agent of 
pellagrous dermatitis.” 


Discussion 
Dr. SAMUEL FRANK: It has been suggested that 
discoid lupus erythematosus can be converted to 
acute lupus erythematosus by exposure to sun. I 


would like to know how Dr. Gross feels about 
this. 


Dr. Paut Gross: It is well known that exposure 
to the sun can bring about widespread dissemina- 
tion of a chronic discoid lupus erythematosus. This 
type of eruption may undergo involution either 
spontaneously or with treatment instituted at the 
proper time. I have seen one patient who was be- 
ing treated by a competent dermatologist for a 
single discoid lesion on the cheek, develop a severe 
systemic lupus erythematosus which terminated 
fatally after the patient exposed herself to the 


I do not doubt that a chronic discoid lupus ery- 
thematosus may~ change to the systemic disease. 
Modern laboratory methods will probably reduce 
this incidence statistically by distinguishing sub- 
acute cases from the chronic type before dissem- 
ination occurs. 

Dr. CHartes Wotr: Would you condemn the 
Goeckerman treatment for psoriasis in view of 
your remarks about producing untoward effects? 

Dr. Paut Gross: The Goeckerman treatment 
for psoriasis has been favored by many dermatolo- 
gists for a long time. I am convinced of its value 
in chronic and inveterate cases of psoriasis. Be- 
cause of past experiences, however, I believe that 
a positive Koebner’s phenomenon should be con- 
traindication to the use of this therapy. 
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Harmful Effects of Sunlight 


Topical and Systemic Measures 


NORMAN B. KANOF, M.D., Med. Sc.D., New York 
MM 


The dermatologist is called on to protect 
the skin of patients with dermatoses that 
result from, or are aggravated by, the sun’s 
rays. In addition, persons with normal skins 
may wish to minimize the unpleasant effects 
of excessive sunlight to which they may be 
exposed at work or play. Protective meas- 
ures to these ends consist almost entirely of 
the topical interposition of an external bar- 
rier between the skin and the source of 
radiation. Only very recently has it been 
suggested that certain drugs taken orally 
might protect the skin from the untoward 
effects of sunlight. 

Topical applications may protect the 
underlying skin by scattering light rays so 
they never reach the light-reactive part 
of the skin. Opaque powders such as talc, 
zinc oxide (calamine), titanium oxide, as 
is or in shake lotions and ointments, pro- 
tect in this way. Relatively heavy coatings 
of such mixtures are needed to achieve the 
desired effect. These preparations have been 
called “sun shades” by some authors, since 
they do not allow light of any wave length 
through to the skin.? 


Sun screens, on the other hand, protect 
the skin by selectively absorbing damaging 
light rays and dissipating their energy in 


Presented as the fourth of four papers in a 
Symposium on Photosensitivity in Dermatology 
held under the auspices of the Bronx Dermatologi- 
cal Society on Dec. 15, 1955. 

From the Department of Dermatology and 
Syphilology of the New York University Post- 
Graduate Medical School (Dr. Marion B. Sulz- 
berger, Chairman) and the Skin and Cancer Unit 
of the University Hospital. 
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some harmless manner while allowing the 
remainder of the spectrum to pass through 
to the skin. Most of the topical preparations 
prescribed for protection from light com- 
bine ingredients which fall in this latter 
group, though many preparations contain 
both sun-shade and sun-screen agents. 

The wave lengths in sunlight which dam- 
age the skin are mainly in the ultraviolet 
portion of the spectrum, and, with rare ex- 
ceptions, are grouped in the erythemogenic 
band between 2900-3200 A. It is against 
these wave lengths that sun screens are 
interposed. If one wishes protection against 
longer ultraviolet or visible light rays, as 
is necessary in special cases, a light-scatter- 
ing preparation (sun-shade), or a scatter- 
ing-absorbing (shade-screen) combination 
should be used. 

The absorption spectra of sun-screening 
compounds may be determined by spec- 
trophotometry and their protective efficacy 
against natural solar radiation or an arti- 
ficial light source may be measured directly 
on the skin. Absorption capacity in the 
erythemogenic band (2900-3200 A) tends 
to be associated with certain chemical con- 
figurations, and most of the compounds in 
wide use today are characterized by the 
presence of substituted benzene or benzoic 
acid rings. In addition to harmlessly dis- 
posing of the energy of the sun’s rays be- 
tween 2900 and 3200 A, a good sun screen 
should be stable in the presence of these 
wave lengths and under the conditions of 
use. It should not be volatile or toxic, and 
neither a primary irritant nor a potent sen- 
sitizer. 

The quartz cup method for testing the 
sun-screening effect of a compound was 





















SKIN PROTECTION AGAINST SUNLIGHT 


originally described by R. L. Mayer.? Baer, 
Kline, and Rubin* used this method to show 
that the sunburn-preventing effect of trip- 
elennamine (Pyribenzamine) was due to its 
light-filtering action rather than to any anti- 
histaminic effect. Harber,* too, used this 
method to test the sun-screening ability of 
a number of widely used compounds. He 
confirmed the superiority of tannic acid and 
para-aminobenzoic acid over the other com- 
pounds tested, and found tannic acid slightly 
superior to all the others, mole for mole. 

Rubin, Beal, and Rothman® showed that 
the tolerance of the skin to light in patients 
with solar urticaria was greatly increased 
by oral administration of tripelennamine. 
The possibility that the skin might be pro- 
tected from the harmful effects of the sun 
by the ingestion of certain compounds was 
studied further after the use of antimalarial 
drugs in the treatment of chronic lupus 
erythematosus and polymorphous light erup- 
tions, and the use of the psoralen compounds 
in the treatment of vitiligo. Since it has 
been widely postulated that sunlight is harm- 
ful in lupus erythematosus, investigators 
sought to ascertain whether the beneficial 
effects of quinacrine (Atabrine) (which 
absorbs light rays of 2500-3000 A) and 
chloroquine. (whose absorption spectrum 
ranges from 3100-3500 A) in this condition 
depends in any part on the ability of these 
compounds to allay the harmful effects of 
the sun’s rays. Miller, Herrmann, and 
Rubin® did not observe any reduction of 
sensitivity of the skin to ultraviolet light in 
three “normal” volunteers who took 0.09 
gm. of quinacrine daily for more than one 
month. Bettley and Page’ found that quina- 
crine did increase the tolerance for light of 
the skin of patients with chronic discoid 
lupus erythematosus. Cahn and his co- 
workers® were able to show that chloroquine 
did not change the ordinary erythema re- 
sponse of the skin to ultraviolet light in 
patients with polymorphous light eruption, 
but that the drug did diminish or abolish the 
abnormal papular and/or plaque-like erup- 
tion after exposure to ultraviolet light that 
had been observed in these patients. 








8-Methoxypsoralen (which absorbs in the 
ultraviolet spectrum from 2200-3500 A, 
with peaks at 2500 A and 3000 A) when 
taken orally has been reported® to increase 
the tolerance of the skin for ultraviolet light. 
Quite recently, Lerner!® has reported a 
marked potentiation of melanogenesis in the 
“normal” skin of persons taking 8-meth- 
oxypsoralen, an observation that has been 
noted by many of us who have been working 
with these compounds. Moreover, Lerner 
postulates that this hyperpigmentation is 
due to an increased ability to tan, rather than 
to a lengthening of the time the person 
could be exposed to the sun. On the other 
hand, Fitzpatrick and his co-workers! be- 
lieve that the effect of 8-methoxypsoralen 
is not primarily, but merely secondarily, 
protective, in that it augments all the cu- 
taneous responses to sunlight, and that pro- 
tection is derived from the resulting 
hyper-pigmentation. 


Summary and Conclusions 


The protection of the skin against the 
harmful rays of the sun may be accom- 
plished -by the topical application of sun 
“shades” which scatter the light so that no 
rays of any wave length reach the skin. 

Such protection may also be accomplished 
topically by sun “screens” which selectively 
absorb and harmlessly dispose of the energy 
of otherwise damaging rays of the sun’s 
spectrum while allowing the rest of the 
spectrum to pass unchanged. 

The efficacy and value of systemic meas- 
ures designed to protect the skin against 
the harmful effects of sunlight is still un- 
settled, but our present knowledge is ‘suffi- 
ciently suggestive of benefit to  stiriulate 
further investigation along these lines. * 


Di ; 
Dr. ABRAHAM OrFuss: Has any work been 
done with use of light-screening or scattering 
agents or with oral preparations in xeroderma pig- 
mentosum ? 

"Dr. Norman B. Kanor: I know of one case 
of xeroderma pigmentosum (treated by Dr. 
Charles Rein) in which a satisfactory protective 
effect was obtained with the oral administration of 
psoralens. 


47 





GENERAL DISCUSSION 


Dr. Frances PAscHer: It has been a privilege 
to be exposed to these lucid and erudite presenta- 
tions on the subject of photosensitivity. Each of 
us will come away, I am sure, with a heightened 
perception of the facts that are known and the 
problems that remain to be resolved. 


Remarkable progress has been made in the field 
of light sensitivity in a few recent years. The 
concept that a physical agent such as light or heat 
or cold may elicit disease was held to be in the 
realm of phantasy not so long ago. Since Ward’s 
report of 1905, referred to by Dr. Kesten, we have 
come to recognize that violet rays and ultraviolet 
not only induce sensitization, but that reactions 
to light may be of a remarkably diverse character. 
We have also learned that exogenous substances, 
such as drug and plant substances, and endogenous 
metabolites, such as the uroporhpyrins, may play a 
specific role in photosensitization. Moreover, it has 
become increasingly clear that reactions to light 
may be conditioned by the somatic make-up of the 
individual. 


To the variable clinical manifestations so ably 
described by Drs. Zeligman and Kesten, I should 
like to add a case of purpura as one of the pos- 
sible cutaneous responses to light. A rare instance 
has been cited by Dr. Kesten. I am reminded of 
a girl of 8 years who came to the Skin and Cancer 
Clinic a few years ago during the month of July, 
with a vivid purpuric macular eruption distributed 
over the entire cutaneous surface except for 2a 
small area concealed by a scant bathing suit. There 
was no history of drug ingestion, and, aside from 
a strikingly positive Rumpel-Leede test, there were 
no pertinent physical or laboratory findings. You 
may also recall Berlin’s report some years back 
which dealt with still another form of purpura 
solaris. In his case hemorrhages of varying size 
and shape were part of the picture of colloid de- 
generation, resulting from prolonged and repeated 
exposures to sunlight. 


The role of photosensitivity in lupus erythemato- 
sus was thoroughly examined by Dr. Kesten. In 
this condition we have one of the best-known ex- 
amples of heightened reactivity to ultraviolet light 
resulting from somatic disease. Dr. Gross has 
demonstrated that the Koebner (or isomorphic 
phenomenon) may be elicited by light as well as 
by mechanical trauma—further evidence that the 
soil on which the light strikes influences the na- 
ture of the response. In this age of psychosomatic 
theorizing, it is important to recall and to be aware 
of the role of somatic conditioning. I may add, 
that in our experience, the L. E. test has been 
consistently negative in light-sensitive eruptions 
unattended by other signs or symptoms of lupus 
erythematosus. 


48 





A. M. A. ARCHAVES OF DERMATOLOGY 





In photosensitive reactions light may be looked 
upon as the stressor agent. If Selye’s theory of 
the adaptation syndrome applies to light reactions, 
one would expect to find, as with other forms of 
stress, either an increase in the proinflammatory 
hormones, namely DOCA (desoxycorticosterone) 
and STH (somatotropic hormone) or a decrease 
in the anti-inflammatory hormones (namely, corti- 
cotropin [ACTH] and cortisone). 


I want to close by thanking Drs. Kesten, Zelig- 
man, and Gross for their informative discourses 
and Dr. Kanof for his helpful suggestions in the 
management of photosensitive reactions, 


Dr. Morris Lemer: When I was asked to be 
a discusser at this symposium, I readily assented. 
I thought the topic was “Photogenicity of the 
Skin”—which sounded peculiar to me—but by the 
time I found it was on photosensitivity, I was al- 
ready committed. More than that, there would be 
no preview of the papers. I would have to pre- 
pare discussion in the dark, so to speak. 


I start, therefore, by saying that when the Deity 
said, “Let there be light,” a mixed blessing was 
conferred. And now that I have delivered myself 
of a blasphemy, let me try to justify it. 


Listening to the papers presented, I heard noth- 
ing good said of light. They were all against it. 
So far my case is proved. But let us be fair. 
What indeed is light good for? Well, one can 
think of a lot of obvious things. Were it not for 
light the skin would be the principal organ of 
sense turned toward externality, supplemented only 
by the senses of sound and smell. The skin is a 
considerable organ of sensory perception. We 
perceive by means of the skin protopathic and epi- 
critic sensations of temperature and touch. With- 
out eyes and light, one could not quickly anticipate 
being burned or frozen, touched, pinched, pressed 
upon, or hit by means of the skin, but one knows 
the occurrence of these things by means of the 
skin instantly as they happen. In other words, with 
skin alone, it would still be pleasant, say, to hold 
hands with a girl even if one could not see her. 


Aside from the value of light for visual percep- 
tion, light has a psychologically tonic effect. Helio- 
tropes are generally manic as you may observe 
on any beach. Darkness is depressing and hyp- 
notic. 


All of this is by the way. What good is light 
shining directly upon the skin? Really very little. 
Plants have mechanisms to utilize light fruitfully, 
but zoologic life, particularly the higher mammals, 
is something less than flowers. In infancy short 
exposures to the ultraviolet portion of the solar 
spectrum are useful for vitamin D production, but 
even this desirable effect can be had through food 
or substituted for artificially, wherefore children 
could very well be brought up in caves—which in 

















DISCUSSION ON PHOTOSENSITIVITY 


some views would be preferable. Anyway, after 
the first year of life, the shine of light on the 
skin has very little value. Granted that the psy- 
chologically tonic effect of the warmth of sunshine 
from the infrared portion of the solar spect- 
rum ‘and the illusion of well-being that brilliant 
sunshine produces are desirable, nothing much else 
but indifference or harm can come under normal 
conditions from sun bathing or exposure to arti- 
ficial sources of electromagnetic radiation. One 
is not talking about the therapeutic use of light 
or electromagnetic radiation of lesser Angstrém 
unitage for specific disease conditions. Generalized 
radiation with ordinary sunlight is probably of no 
value at all except perhaps as an excuse for ex- 
hibitionism. In short, most people would do better 
therapeutically and esthetically to cover up. 


There is no need. for me to expatiate upon, re- 
view or summarize the baleful effects of light in 
the conditions described by the essayists. I would 
rather continue to inveigh against the cult of sun 
bathing. I don’t know what the national bill for 
morbidity caused by sunburn and cancerogenesis 
is, but it must be huge. If preventive medicine is 
part of our physician function, we ought to prop- 


’ agandize against prolonged seasonal sunning in 


temperate climates, and pronounce strong jere- 
miads against home use of sun” lamps and con- 
tinuous exposures to the sun in the regions of 
perpetually sunny skies. The very fact that the 
skin darkens in an attempt to protect itself by 
melanin from the harmful effects of ultraviolet 
radiation is the best argument I know against pre- 
meditated sunning for the purpose. And for per- 
sons who do not have a good tanning capacity, 
sunshine and its equivalents are nothing but 
bad. Everybody is really cutaneously photosensi- 
tive; i.e, every skin ~eacts to light, and usually, 
badly. The present-day passion for tan as a skin 
color that is taken to be attractive is on a par 
with the wish for steatopygy or macrocheilia as 
marks of beauty in other times or lands. There 
is, then, a place for sun screens. The best sun 
screen I know is a parasol or more elaborate 
shelter. Topical sun screens have a small place in 
those conditions that are exquisitely light-sensitive 
and where and when exposure cannot, be avoided. 
It is a pity that they are really not very good or 
that they are as troublesome to wear as are mask- 
ing cosmetics in general. 


In brief, short exposures to sunshine produce in 
us a feeling of well-being, but it’s like living in a 
fool’s paradise. The temperature on the sun is of 
the order of 10,000 to 20,000 C; hydrogen fusion 





into helium is going on there with tremendous re- 
lease of energy. Four hundredths of one per cent 
of that energy falls upon the planet Earth and 
makes possible all of life as we know it. It is sen- 
sible to utilize as much of that energy as is healthy 
and in manners that are healthy, but why try to 
make of it what cannot be made of it? You can 
only get burned up that way. 


REFERENCES 


1. Klarmann, E.. G.: Sunburn and. Suntan, 
Amer. Perfumer & Essential Oil Rev., July-Aug., 
1949. 

2. Mayer, R. L.: Uber den Lichtschutz des 
Tannins und verwandter Substanzen, Deutsche. 
med. Wehnschr. 52:1469, 1926. 

3. Baer, R. L.; Kline, P. R., and Rubin, L.: 
Nature of Inhibition of Ultraviolet Erythema by 
Pyribenzamine, J. Invest. Dermat. 11:405, 1948. 

4. Harber, L. C.: Clinical Evaluation of Quan- 
titative Differences in Ultraviolet Absorption of 
Compounds Containing the Substituted Benzoic 
Acid Nucleus, J. Invest. Dermat. 23 :427, 1954. 

5. Rubin, L.; Beal, P. L., and Rothman, S.: 
Method for Protection of Patients with Solar 
Urticaria, J. Invest. Dermat. 8:189, 1947. 


6. Miller, O. B.; Herrmann, F., and Rubin, L.: 
The Effects of Mepacrine Hydrochloride (Ata- 
brine) upon the Human Skin, J. Invest. Dermat. 
15 :445, 1950. 

7. Bettley, F. R., and Page, F.: Effect of 
Mepacrine on Light Sensitivity in Lupus Erythe- 
matosus, Brit. J. Dermat. 66:287, 1954. 

8. Cahn, M. M.; Levy, E. J., and Shaffer, B.: 
Studies on the Effects of Ultraviolet. Light on 
Patients with Polymorphous Light Eruption: The 
Role of Chloroquine Phosphate in Modifying 
These Reactions, J. Invest. Dermat., to be pub- 
lished. 

9. Lerner, A. B.; Denton, C. R., and Fitz- 
patrick, T. B.: Clinical and Experimental Studies 
with 8-Methoxypsoralen in Vitiligo, J. Invest. 
Dermat. 20 :299, 1953. 

10. Lerner, A. B.: Potentiation of Suntanning 
Through Ingestion of 8-Methoxypsoralen, J. In- 
vest. Dermat. 25:1, 1955. 

11. Fitzpatrick, T. B.; Hopkins, C. E.; Blicken- 
staff, D. D., and Swift, S.: Augmented Pigmenta- 
tion and Other Responses of Normal Human Skin 
to Solar Radiation Following Oral Administration 
of 8-Methoxypsoralen, J. Invest. Dermat. 25 :187, 
1955. 


49 











Pemphigus Ulgaris 


A Correlation of Clinical and Microscopic 
Observations 


ISADORE FISHER, M.D., Minneapolis 





The diagnosis of pemphigus vulgaris in 
the past has been based on the clinical fea- 
tures and the course of the disease. Recent 
reports have placed the microscopic findings 
ahead of the clinical ones in making the dif- 
ferential diagnosis. The object of the pres- 
ent report is to correlate clinical and micro- 
scopic characteristics of bullous eruptions 
considered to be in the pemphigus group. 

A number of authors have discussed. the 
microscopic features and have attempted to 
reclassify the pemphigus group. In 1943, 
Civatte* stressed the difference between 
dermatitis herpetiformis and pemphigus vul- 
garis on the basis of the microscopic picture 
of the bulla. According to him, the bulla 
of dermatitis herpetiformis is a tension type 
bulla located between the epidermis and the 
cutis in which the epithelial cells at the 
border of the bulla are stretched but firmly 
attached to one another. The bulla may con- 
tain cellular debris, as well as leucocytes, 
especially eosinophiles. 

The same author * described the bulla of 
pemphigus as being located intraepidermally 
and formed by separation of the epithelial 
cells due to a rupture of the intercellular 
bridges, many of the cells at the periphery 
of the vesicle being of a degenerate type. 
The prickles are lost, and the nuclei are 
frequently pyknotic. Single acantholytic 
cells, as well as some in groups, are found 
floating freely within the bulla. 

Since the appearance of Civatte’s paper, 
other writers * have confirmed the presence 
of the acantholytic cell and the intraepider- 
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mal bulla in pemphigus vulgaris. On the 
basis of these microscopic features, they 
have drawn sharp lines of distinction be- 
tween pemphigus vulgaris and other bullous 


eruptions. Patients who have a_ bullous 
eruption in which the microscopic section 
shows acantholytic cells are considered to 
have pemphigus vulgaris. Some authors be- 
lieve that those patients who have a bullous 
disease without the demonstrable acan- 
tholytic cell in an intraepidermal bulla have 
a more benign condition distinct from 
pemphigus vulgaris. An accepted present- 
day classification of pemphigus follows: 


I. Pemphigus acutus (acute febrile grave 
pemphigus) . 
II. True pemphigus 
A. Pemphigus vulgaris 
B. Pemphigus foliaceus 
C. Pemphigus erythematosus 
D, Pemphigus vegetans 
III. South American pemphigus 
IV. Pemphigus of the mucous 
(pemphigus conjunctivae) 
V. Benign familial chronic pemphigus (Hailey 
and Hailey) (bullous Darier’s disease) 
Since the description of the definitive 
microscopic findings, there have been sug- 
gestions concerning changes in classification, 
as follows: 


Brennan and Montgomery’s classification®: 
I. True pemphigus (characterized by the pres- 
ence of acantholytic bullae) 
A. Pemphigus vulgaris 
B. Pemphigus vegetans 
C. Pemphigus foliaceus 
D. Pemphigus erythematosus 
E. Pemphigus of the mucous membranes 
F.. Pemphigus of the oral mucosa 
II. Not true pemphigus 
A. Chronic pemphigus 
B. Butchers’ pemphigus 
neonatorum : 
C. Familial benign chronic pemphigus 
Lever’s classification : 
I. True pemphigus (characterized by a specific 
histologic picture) 
A. Pemphigus vulgaris malignus 


membranes 


and pemphigus 


* References 1, 2, 3, 5, 6, 9, 11, 15, 16, and 19. 
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PEMPHIGUS VULGARIS 


B. Pemphigus vegetans 

C. Pemphigus foliaceus 

D. Pemphigus erythematosus 
Usher) 


IIk. Pemphigoid (characterized by nonspecific 
histologic picture) 
A. Bullous pemphigoid (bullous dermatitis 
herpetiformis ) 
B. Benign mucous membrane pemphigoid 
(pemphigus conjunctivae) 

The term “senile dermatitis herpetiforme” 
was at first used by Rook and Whimster '® 
to designate the form in which acantholysis 
is not seen. He has since favored the term 
“pemphigoid,” as suggested by Lever. A 
question arises regarding the significance 
or need for a classification or group of 
“chronic pemphigus,” “senile dermatitis 
herpetiformis,” or “pemphigoid.” Such a 
classification becomes important only if there 
are significant clinical differences, if the 
course is different, and if the prognosis is 


( Senear- 


affected. Hyman? has questioned the dis- 


tinction made on the basis of histology alone. 
The need for a diagnostic aid to differentiate 
dermatitis herpetiformis from pemphigus 
has long been recognized. There does not 
appear to be a valid reason for broadening 
the definition of dermatitis herpetiformis to 
shift cases from pemphigus vulgaris to it. 


Present Study 


A review was made of 56 patients with 
pemphigus vulgaris seen at the University of 
Minnesota from 1942 to 1954. The purpose 
of the review was to answer certain ques- 
tions: 

1. Can the clinical and histologic diagnoses be 
correlated accurately ? 


2. Is the course of the disease different in those 
patients in whom biopsy showed acantholysis as 
compared with those in whom it did fot? 

3. Is the prognosis of the two varieties different ? 

4. Should the name pemphigus vulgaris (and its 
variants) he confined to the disease in those cases 
in which the microscopic section showed acanthol- 
ysis? 

5. Should the condition that does not show 
acantholysis be labeled pemphigoid? 


+ Hyman, A.: Paper read before the American 


Academy of Dermatology and Syphilology, Decem- 
ber, 1953. 


I hope to demonstrate that the course of 
the disease appears to be the same in patients 
with tension type bullae as in patients with 
the nontension type acantholytic bullae. 

In + of the 56 cases in the University of 
Minnesota series, there was no record of a 
biopsy. The clinical diagnosis was based on 
features consisting of a generalized bullous 
disease of prolonged character accompanied 
by constitutional symptoms. Particular at- 
tention has been given to patients seen dur- 
ing the last two years of the study because 
of special interest directed toward the 
histologic and cytologic problem. 

The number of biopsies performed in in- 
dividual cases varied. In some cases, only 
single specimens were available. In the 
more recent cases, consecutive biopsies were 
performed at intervals to learn whether 
specific changes occurred in the course of 
the disease or as a result of therapy. 

The microscopic changes found in these 
patients fall in two distinct groups. In one 
group studies revealed intraepidermal non- 
tension bullae with acantholytic cells, both 
free within the bullae and becoming de- 
tached from the epithelial borders. The 
bullae in the second group were of a tension 
type containing principally debris and leu- 
cocytes and occurring subepidermally be- 
tween the epidermis and the corium. It was 
our feeling that these findings represent the 
two major differences in the microscopic 
picture of pemphigus vulgaris, without fur- 
ther distinction into subgroups. In the re- 
maining portion of this paper, these bullae 
will be referred to as.acantholytic bullae-and 
tension type bullae. 


Early in the course of the study, scrapings 
were taken from the floor of the bullae, 
using the technique suggested by Tzanck."* 
Findings were variable. After having 
studied the scrapings and the histolgic sec- 
tions, we felt that the histologic sections 
were more valuable to us. The interpreta- 
tion from the paraffin-embedded sections is 
clearer, and the cellular changes are more 
distinct. For that reason the Tzanck tech- 
nique was abandoned. 
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TABLE 1.—Classification of Cases 








Pemphigus vulgoris.; . 2-2. 0c oc nsccne 48 
Pemphigus erythematosus. ee 1 
Pemphigus vegetans...-...........-..------------ 1 
Pemphigus foliaceus._...-.....-..--..----.--.---- 2 








TaBLE 2.—Comparison of Microscopic Studies 








Total 
No. 
Patients Living Dead 
ROU ss cco wccen 16 q 7 
Nonacantholytic__.............. 20 16 
WRB ork Sees ost 52 29 23 





A total of 153 biopsy specimens obtained 
from 52 patients were examined. Results of 
thé biopsies were classified into the two 
major groups previously mentioned, nonten- 
sion type intraepidermal acantholytic bullae 
and the tension type. Of the 52 patients, 16 
showed acantholytic cells and intraepidermal 
bullae in at least one of the biopsy speci- 
mens, while the remaining 36 patients re- 
vealed tension type bullae. No acantholytic 
cells were found. 

In the survey of the clinical course it was 
found that 23 patients had died. Of these 
23 patients, biopsies performed on speci- 
mens from 5 revealed acantholytic cells and 
nontension bullae. All 23 patients who died 
had a generalized bullous eruption accom- 
panied by systemic manifestations. The 
course of the disease was of a severe nature 
as seen in patients with pemphigus vulgaris. 
The diagnosis was based upon the cutaneous 
manifestations plus the toxemia, anemia, in- 
creased sedimentation rate, and blood chem- 
istry changes considered characteristic of 
pemphigus. Chemistry and blood changes 
have been discussed in previous articles.t 


Report of Cases 


The following two case studies are sub- 
mitted for comparisons and to emphasize 
what has already been stated. The first 
report illustrates the rapidly fatal outcome 
im a case of a bullous disease in which the 


¢ References 5, 6, and 12. 
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microscopic se¢tion revealed a tension type 
bulla. 


Case 1.—A 63-year-old woman was admitted to 
the University Hospitals on March 22, 1949,,and 
died on April 20, 1949. She had begun to have 
blisters on the dorsum of her left foot approxi- 
mately seven weeks before admission. The blisters 
later appeared on her abdomen and elsewhere on 
her body. 

Physical examination revealed an obese white 
woman in moderate distress. There was an eruption 
made up of bullous and eroded lesions around the 
eyes, mouth, back, chest, and abdomen and on the 
arms and legs. Her temperature was 99 F, pulse 
100, respirations 16, and blood pressure 110/80. 
There+were weeping, red denuded areas scattered 
over her entire body. Some of the intact bullae 
contained pus. Biopsy revealed a tension type non- 
acantholytic bulla. Lesions were present on the 
mucous membrane of the mouth and palate. A 
diagnosis of pemphigus vulgaris, was made. 





The patient received convalescent pemphigus 
serum, sedatives, vitamin supplements, testosterone, 
and a high nutritional and protein diet. The skin 
lesions progressed, and the patient’s general condi- 
tion deteriorated. On April 18, a few hours after 
an attempt was made to digitalize her, the patient 
started almost continuous vomiting. After lasting 
about 12 hours, the vomiting ceased as abruptly as 
it had started. On April 20, 1949, the patient went 
into shock and died. 

Case 2.—The patient’s present illness began in 
June, 1947, with the appearance of moist, reddened 
areas under both breasts. Within three weeks the 
eruption had spread to the nose and medial cheeks. 
From there it involved the neck and became scat- 
tered diffusely over the body. The eruption was 
associated with marked itching. 

Examination of the skin revealed grossly scaling, 
erythematous, moist plaques over the cheeks, nose, 
chin, and forehead. The plaques were 1 to 15 cm. 
in diameter and had serpiginous borders over the 
chest, arms, and back. One bulla was present on the 
flexor surface of the left wrist and an occasional 
one on the trunk. Nikolsky’s sign was positive on 
the apparently normal skin over the posterior 
shoulders. Most lesions were discrete, although 
there was a tendency to grouping. Under the 
breasts the skin was erythematous, moist, and 
thickened. A foul odor was present. Some pig- 
mentation was present at the site of the healed 
lesions. 

Mrs. P. was readmitted to the University Hos- 
pitals on March 28, 1948, and discharged July 1, 
1948. Physical examination at that time showed 
grossly scaling erythematous plaques over the 
cheeks, nose, chin, and forehead. Moist erythema- 
tous plaques measuring 1 to 15 cm. in diameter 
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with serpiginous borders were present over the 
chest, arms, and back, with occasional bullae on 
the trunk. Among the laboratory findings of in- 
terest at that time were an eosinophilia of 7% 
and sedimentation rate of 82 mm. in 60 minutes. 
The biopsy of a bulla performed at that time did 
not reveal any of the findings essential for a diag- 
nosis of pemphigus vulgaris according to Mont- 
gomery or Lever’s criteria. The patient developed 
a generalized bullous eruption accompanied by 
toxicity. 

Systemically, the patient received a course of 
acetarsone, 0.75 gm. daily for 22 days, followed by 
a course of penicillin, 300,000 units daily for 18 
days. Acetarsone treatment was reinstituted, and 
finally, streptomycin, 2 gm. daily for seven days, 
was administered. The patient’s progress was slow. 
During the latter half of her hospitalization she 
improved progressively, and at the time of dis- 
charge only the cheeks and face were still involved, 
and these had gréatly improved. She was dis- 
charged with instructions to return to the outpatient 
department for further care. 

This patient was admitted to the Minneapolis 
General Hospital on Jan. 11, 1949. (During the 
interval she had also been examined at the Mayo 
Clinic, where the diagnosis of pemphigus vulgaris 
was confirmed.) Physical examination was essen- 
tially negative except for a generalized bullous 
eruption. A second biopsy was done. This biopsy 
specimen revealed acantholytic cells in a nontension 
type bulla. The patient eventually lost weight and 
developed a generalized foliaceus process. 

Therapy included dihydrostreptomycin, 0.5 gm. 
twice daily for 21 days; suramin sodium (Naphu- 
ride), 4 gm. total, and sulfadiazine administered 
orally. After this therapy the patient improved, 
and she was discharged on March 30, 1949, with a 
diagnosis of pemphigus vulgaris. She was re- 
admitted to the hospital on May 24, 1949, Physical 
examination at that time showed an acutely ill 
white woman whose body was covered with vesicles 
and crusted bullae. Her temperature was 99 F, 
pulse 88, blood pressure 170/80. Superimposed on 
an erythema of the entire body were many bullous 
lesions with peeling and yellowish crusts. Many 
areas of the skin were denuded and weeping. The 
scalp showed many crusted lesions. The patient’s 
course can be briefly described as one of gradual 
deterioration in spite of the extensive supportive 
measures employed along with a multitude of 
therapeutic agents, none of which seemed to have 
any beneficial effect. She died Dec. 19, 1949. The 
final clinical diagnosis was pemphigus foliaceus. 


The first patient had nonacantholytic bul- 
lae, though the course of her disease was 
very severe as compared with the slower 
course followed by the second patient 


(M. P.). The finding of a tension bulla 
in a patient with the severer disease as com- 
pared with the acantholytic bullae in the 
milder disease process indicates that one 
cannot judge the course of the disease by 
the microscopic findings in the bullae. Cer- 
tainly the finding of tension type bulla does 
not make for a good prognosis. The appear- 
ance of the acantholytic cell does, however, 
make a diagnosis of the severe disease and 
a grave prognosis much more likely. 

Twenty-nine patients were living at the 
end of the survey. Of these 29 patients, 7 
presented the afore-mentioned microscopic 
criteria for diagnosis of pemphigus vulgaris, 
namely, acantholytic bullae. The remaining 
22 survivors showed a subepidermal tension 
type bulla in all biopsy specimens. Of the 
29 patients, 12 improved while receiving the 
supportive therapy used before the introduc- 
tion of corticosteroids. This consisted 
mainly of local care of the skin, administra- 
tion of fluids, high-protein diet, protein 
hydrolysate injected intravenously, trans- 
fusions, and similar measures. These pa- 
tients are still alive without any steroid 
support. One may question whether these 
cases represent the severe form of pemphi- 
gus vulgaris. In answer we can state there 
was the continuous presence of bullae, ac- 
companied by the constitutional symptons. 
Many of the bullae ruptured, and there 
were large eroded or denuded areas persist- 
ing at the sites of the previous bullae. There 
was little or no tendency to epithelization, 
but there was continuous loss of fluid and 
protein. 

Many of these patients exhibited the 
blood chemistry and electrolyte changes re- 
ported previously in patients with pemphi- 
gus.§ Several biopsy specimens obtained 
from some of the patients consistently 
showed tension type bullae. Even with this 
type of microscopic finding, many of the 
patients could be kept free of bullae only 
by administration of cortisone. As the pa- 
tients responded to cortisone therapy, the 
microscopic picture did not seem to change. 


§ References 5, 6, and 12. 
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In spite of microscopic variation, the re- 
sponse to therapy and the tendency to 
improvement with steroid therapy were con- 
sistent. The presence of acantholytic bullae 
did not in any case point to an early death. 
Similarly, the absence of such bullae did not 
mean that the patient would not be as seri- 
ously ill as those who had acantholytic type 
bullae. In the series of biopsies the over-all 
pattern for the particular patient appeared 
to be the same. In some patients who ex- 
hibited a-nontension type bulla early, the 
position of the bulla changed during the 
course of steroid therapy. The bulla ap- 
peared to be located higher in the epidermal 
layer, and there seemed to be a smaller 
vesicle with less tendency to disruption in 
those patients who exhibited the acantholytic 
change. 


With this type of microscopic finding, 
many of the patients could be kept free of 
bullae only by administration of cortisone. 
As these patients responded to cortisone 
therapy, the microscopic picture did not 
appear to change. The only difference be- 
tween any of the patients lay in the micro- 
scopic findings of repeated biopsies. The 
clinical course of the disease appeared to be 
the same. 


These 22 surviving patients who had ten- 
sion type bullae showed extensive cutaneous 
involvement and appeared to be equally as 
toxic as those patients exhibiting acantho- 
lytic intraepidermal bullae. In spite of mi- 
croscopic variation the response to therapy 
and the tendency to improvement under 
steroid therapy were consistent in all cases. 
The presence of acantholytic bullae did not 
in any case point to an early death. Sim- 
ilarly the absence of such bullae did not 
mean that the patient would not be as 
seriously ill as those who had acantholytic 
type bullae. 

In no case in which a patient showed 
several tension type bullae before therapy 
did a change take place to the nontension 
type acantholytic bulla. In the series of 
biopsies the over-all pattern for the par- 
ticular patient appeared to be the same. In 
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some of the patients who exhibited the non- 
tension type bulla early, the position of the 
bulla changed during the course of steroid 
therapy. The bulla appeared to be located 
higher in the epidermal layer, and there 
seemed to be a smaller vesicle with less ten- 
dency to disruption in those patients who 
exhibited the acantholytic change. 


Case 3.—A 48-year-old white man, was admitted 
to the Veterans Administration Hospital, Minne- 
apolis, on Oct. 27, 1953, with an 11-day history of 
an acute pruritic eruption occurring on the anterior 
and posterior areas of his legs and spreading 
gradually to involve most of his body. Only a few 
areas were free, including the waistline, palms, 
fingers, and soles. History revealed a similar 
pruritic, papular eruption in 1945, subsequently 
characterized by a chronic pruritic sparsely scat- 
tered eruption. This skin eruption was not associ- 
ated with any systemic difficulties. 

Physical examination revealed a well-developed, 
well-nourished white man weighing 160 Ib.; his 
temperature was 99 F, pulse rate 80, and blood 
pressure 130/80. 

Results of the physical examination were en- 
tirely normal except for that portion related to 
the skin. There was an extensive papular vesicular 
eruption with numerous denuded and excoriated 
lesions over most of the body but no lesions on the 
fingers, palms, or soles. 


On admission, the patient was given sedatives and 
sulfapyridine, 2 gm. per day, but there was no 
improvement. The sulfapyridine dosage was in- 
creaséd to 6 gm. per day, and after two days the 
patient became markedly worse, with further exten- 
sion of the vesicles into, larger bullae, denuded 
areas, palmar and plantar erythema, and edema. A 
biopsy of an early lesion at this stage revealed a 
subepidermal vesicle with an eosinophilic infiltrate 
within the vesicle fluid and throughout the corium. 
The patient was subsequently given 200: mg. of 
cortisone per day, which was increased to 600 mg. 
per day after one week. On this regimen the pa- 
tient began showing slow improvement, with reso- 
lution of the bullae. He continued to improve, and 
by Dec. 10, 1953, all the lesions were cleared. The 
dosage of cortisone was subsequently decreased 
gradually and then discontinued. The patient was 
discharged Jan. 1, 1954. 


When he returned to the hospital, the patient 
was again noted to have numerous small vesicles 
over the trunk and extremities. This condition 
progressed slowly, and on Jan. 7, 1954, steroid 
therapy was again instituted, 40 mg. of cortico- 
tropin (ACTH) being given intramuscularly and 
200 mg. of cortisone orally, daily. New bullae 
continued to appear, and on Jan. 12, the dosage of 
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cortisone was increased to 400 mg. per day. It was 
then noted that new bullae failed to form, and 
there was gradual improvement, with total: resolu- 
tion by Feb. 10. The dosage of cortisone was again 
decreased, until by Feb. 20, 1954, it was 100 mg. 
per day, and it has been maintained at that amount 
to date. 


The hemoglobin on admission was found to be 
13 gm. per 100 cc.; leucocyte count 11,850; neutro- 
philes 70%; lymphocytes 18%; monocytes 3%; 
eosinophiles 9%; the erythrocyte count was 
4,850,000, and the erythrocyte sedimentation rate 
was 46 mm. in one hour. Complete blood counts 
were taken weekly, and there was no marked 
change from the admission findings. Marked 
eosinophilia was noted soon after admission—up to 
35% with no change in total leucocytosis. 

This patient was critically ill with severe 
constitutional symptoms accompanying a 
generalized bullous eruption. Yet every one 
of the biopsy specimens examined showed 
a tension type bulla. The disease process 
itself was controlled only by large doses 
of cortisone comparable with the therapy 
used in other patients with pemphigus. I 
believe this serves to point out the variable 
clinical picture and course of pemphigus. 


To emphasize, we can state that there 
appeared to be no direct correlation between 
the course of the disease and the microscopic 
picture found. Many of the patients with 
tension type nonacantholytic subepidermal 
bullae experienced as severe a course as 
patients with the intraepidermal nontension 
type acantholytic bullae. 

The next case is that of a patient who 
recovered with the use of simple supportive 
measures. During the first episode, a biopsy 


‘specimen exhibited a tension type nonacan- 


tholytic bulla. The patient subsequently had 
a relapse, and a biopsy at the time of relapse 
revealed bullae containing acantholytic cells. 

This patient has remained alive for three 
years, and the disease is kept under control 
with cortisone. 

Case 4—An 85-year-old white woman was 
admitted to the University of Minnesota Hospitals 
April 5, 1950, with a diagnosis of pemphigus vul- 
garis. In October, 1947, during a cold, she had 
developed crusting of: both nares, particularly the 
right, which persisted in spite of local measures. 
Eye lesions, which had been present at the right 
inner canthus for three weeks, improved with local 


therapy. In January, 1950, she developed small 
papular red lesions around the right knee and leg 
and on her back, which developed into peculiar 
gyrate lesions with central clearing. In early 
March, vesicles and bullae began to appear at the 
sites of these lesions and formed large crusted 
areas. Involvement had spread to the lower abdo- 
men, body, axillae, and perineum. During the 
two-month hospitalization there were remissions 
and exacerbations, with the development of large 
bullous lesions over most of the body including the 
mouth, both on the sites of the peculiar gyrate 
lesions and on apparently uninflamed skin. Therapy 
with chlortetracycline (Aureomycin) and acetar- 
sone had no apparent effect. Strenuous supportive 
therapy, with intravenous protein hydrolysate, 
blood plasma, fluids, and a high-protein diet, was 
given along with nursing measures. She had an 
episode of marked respiratory distress and urinary 
tract irritation or infection. At the time of dis- 
charge, June 13, 1950, she was in remission with 
no active bullae. 

The patient was readmitted to the University of 
Minnesota Hospitals on July 2, 1950, discharged 
on Aug. 19, 1950, readmitted on Aug. 25, 1950, 
and discharged on Sept. 17, 1950. She was seen 
again in the outpatient department during the in- 
tervals. At the end of July and the beginning of 
August, she was treated with corticotropin, 80 mg. 
daily for one week and 40 mg. daily for two weeks. 
During this time complete remission of all signs 
and. symptoms was noted, with a dramatic change 
observable in the first days of therapy. At the time 
of discharge, she was completely well and was 
given instructions to return as soon as any disease 
activity was noted. She began to note itching two 
days after discharge, and within a week there was 
further recurrence of patches of vesicles and bullae 
on the legs and torso. She was readmitted, and 
examination showed physical findings similar to 
those noted in March, 1950, but of less severity. 
Up to the time of this paper, the patient is still 
being followed through the outpatient department. 
She is still taking cortisone continuously in order 
to control her disease. 


In recent years, several consecutive biop- 
sies have been performed during the course 
of the disease in each of the 11 cases of 
severe pemphigus. In two of the patients 
only the tension type bullae were found after 
repeated examinations; the remaining nine 
cases are listed in Table 4. In only three 
of the cases were the microscopic findings 
constantly those of acantholytic bullae. As 
many as six repeated biopsy specimens from 
one patient showed acantholytic bullae each 
time. Nothing like this was true in the other 
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TaBLe 3.—Consecutive Biopsies in Patients with 
Severe Pemphigus 
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Care was taken to obtain biopsy specimens from early vesicles. 
Roca division of microscopic findings in each patient is demonst- 
rated. 


TABLE 4.—Serial Bionsies in Patients with 
Severe Pemphigus 








Non- 
No. Acantho- acantho- 

Case Biopsies lytic lytic 
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Care was taken to obtainbiopsy specimens from early vesicles. 
fa al divison of microscopic findings in each patient is demonst- 
rated. 


six cases. Acantholytic nontension type 
bullae were seen in some of the microscopic 
sections, while other sections from the same 
group of patients showed tension type bullae. 
An effort was made to select early vesicles 
for microscopic examination each time. In 
spite of this precaution, the microscopic 
findings were inconstant in the individual 
patient. 


Comment 


Over a 12-year period, 52 cases of pem- 
phigus vulgaris were seen at the University 
of Minnesota Hospitals. We believe that all 
were characteristic clinical examples of 
pemphigus vulgaris, having severe con- 
stitutional symptoms associated with a gen- 
eralized bullous disease. Many of these pa- 
tients had mucous membrane lesions. There 
were 23 deaths. In only 7 of these 23 pa- 
tients were there bullae of an intraepidermal 
nontension type with acantholytic cells. The 
remaining 16 patients died of a disease 
which followed a similar clinical course and 
was regarded as pemphigus, even though the 
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biopsy specimens showed a tension type 
nonacantholytic bulla. The examination was 
carried out on more than one biopsy speci- 
men from the individual patient. Though 
the course of the disease appeared to be the 
same and death occurred in a similar man- 
ner, there was a difference in the results 
of histologic examination of specimens taken 
from several bullae at different times from 
each of these 16 cases. 


A similar statement may be made con- 
cerning the biopsy specimens obtained from 
the 29 patients who are still alive. The 
course of the disease in each of these pa- 
tients was similar regardless of the micro- 
scopic picture. In the group of the 23 
patients who died, the disease had been 
treated in a fashion similar to that used in 
treating the 29 survivors. 


Within the past two years, greater atten- 
tion has been directed to biopsy examina- 
tion and greater care has been exercised in 
obtaining biopsy specimens. A larger num- 
ber of biopsy specimens have been obtained 
from each individual patient, and care has 
been taken to select early fresh vesicles. 
Approximately 50% of the patients ex- 
amined during the latter two years had 
vesicles of the nontension acantholytic type. 
Only, about 20% of biopsy specimens taken 
during the first 10 years of this study ex- 
hibited acantholytic type bullae. 


The increased percentage of acantholytic 
bullae may be accounted for by the fact that 
greater care was taken in selecting early 
vesicles for biopsy investigation during the 
last two years. Another reason for the in- 
crease may lie in the fact that more biopsy 
specimens have been taken in each individual 
case. It is evident that one can find the 
nontension type intraepidermal acantholytic 
bullae in more cases if one persists in per- 
forming more biopsies in each case. By 
doing so, one may find tension type bullae 
at one time and acantholytic bullae at an- 
other time in specimens from the same pa- 
tient. This observation serves to emphasize 
the inconsistency of the microscopic findings 
in similar bullae from the same patients. 
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Therapy did not appear to alter the micro- 
scopic picture. Even during the course of 
therapy, subsequent biopsies did not exhibit 
consistent changes. 

Only three patients showed acantholytic 
cell changes in every biopsy specimen 
examined. In the other patients who showed 
acantholytic bullae on one or several occa- 
sions, there were tension type bullae to be 
found in other instances. The tension type 
bullae did not contain acantholytic cells. 
Only the three cases mentioned exhibited 
nontension acantholytic bullae in every speci- 
men taken. The lack of consistency in find- 
ing acantholytic cellular changes must be 
weighed carefully along with the complete 
absence of acantholysis in the majority of 
our patients. All patients had a similar 
clinical course, and yet the biopsies had 
variable results. Biopsy specimens were re- 
moved from similar lesions ; yet only tension 
type bullae were seen in a portion of the 
specimens. Many of the patients exhibited 
only tension type bullae, although numerous 
consecutive biopsies were performed. Both 
Hellier * and Rook || in recent papers men- 
tion this inconsistency, though they do not 
emphasize the point. This lack of consis- 
tency has further been stressed by Hyman. 

Some have stated that the acantholytic 
cell is often demonstrable only in a lesion 
of a specific type or age. It is true that 
as we concentrated on obtaining biopsy 
specimens from lesions of similar age the 
incidence of finding nontension acantholytic 
bullae increased from about 20% to 50% of 
the patients examined. The need for such 
exactness in obtaining a biopsy specimen 
somewhat impairs the diagnostic value of 
such a finding. In this series, as was prob- 
ably true in other reported series, the lack 
of application of this criterion in the early 
cases observed may account for the lower 
percentage or lower incidence of acantholytic 
nontension type bullae. A review of biopsy 
specimens obtained earlier than the period 
of Civatte’s influence becomes of question- 








| Paper read before the American Academy of 
Dermatology and Syphilolagy, December, 1953. 
|| References 15 and 16. 


able value. However, approximately 50% 
of our patients examined recently and more 
carefully exhibited only a tension type non- 
acantholytic bulla. Hellier® cautiously 
states, “It is suggested that blisters in true 
pemphigus may occasionally be subepider- 
mal.” Hellier reported two cases with both 
types of bullae. 

Many patients- with pemphigus vulgaris 
have had remissions in the course of the dis- 
ease. In some cases the microscopic picture 
showed acantholytic bullae, whereas in others 
it showed tension type bullae. Review of 
the above material leads us to believe that 
the diagnosis of pemphigus should be based 
upon the microscopic picture as well as the 
clinical one whenever possible. The appear- 
ance of acantholytic bullae makes the diag- 
nosis of pemphigus more tenable, whereas 
the appearance of tension bullae makes one 
more hesitant in arriving at such a diag- 
nosis. The clinical course in these cases is 
similar, with the patient’s disease following 
a fulminating course and in many cases 
ending in early death, regardless of the 
microscopic findings. We have seen patients 
who experienced a mild onset of the disease 
go on to involution of the process or re- 
sponse to nonspecific treatment. 


Later a different microscopic picture may 
be found in a subsequent biopsy. This leads 
us to the opinion that a single biopsy report 
is not indicative of what may take place in 
the patient. 


We would like to state also that the refer- 
ence to dermatitis herpetiformis in the group 
with tension type bullae is not tenable. One 
should expect response to sulfapyridine 
therapy as is true in most cases of that 
disease. However, this response does not 
occur, and the same patients have to be 
treated with steroid also. 

It is our opinion that attention has been 
focused on an important feature in the histo- 
pathology of pemphigus found in a goodly 
percentage of biopsy specimens. In those 
cases in which an acantholytic nontension 
type bulla is found by microscopic examina- 
tion, the clinical course is severe. We be- 
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lieve that this finding aids materially in 
arriving at a diagnosis of pemphigus vul- 
garis and rules out any other bullous dis- 
ease. We feel also that as one searches for 
this finding he will perceive it more in each 
case of pemphigus vulgaris. It will not be 
found in all of the biopsy specimens taken 
from any one patient. It is an important but 
inconsistent diagnostic factor. It is our 
judgment that the finding of an acantholytic 
nontension type of intraepidermal bulla is a 
conclusive diagnostic feature of pemphigus 
vulgaris, but the absence of such a finding 
does not rule out the presence of the disease. 
One must rely upon the morphology and 
clinical course for the final diagnosis. 


Questions and Conclusions 


1. Q.: Can clinical and histologic diagnoses be 
accurately correlated? 
A.: No direct correlation between clinical and 
histologic diagnoses. 

: Is the course of the disease different in 
those patients in whom biopsy showed 
acantholysis as compared with those in 
whom it did not? 

A.: Some of the cases with acantholytic find- 

ings appeared to have more severe symp- 
toms. Not true in all cases. 


~+- 


3. Q.: Is, the prognosis of the varieties different? 
A.: No clear-cut difference. ~ 
4. Q.: Should the name “pemphigus vulgaris” 


- (and its variants) be confined to the dis- 
ease in those patients in whom the micro- 
scopic section showed acantholysis ? 

A.: In view of present evidence, I do not 
believe so. 

: Should the group of conditions not show- 
ing acantholysis be labeled pemphigus? 
A.: The course, response to treatment, and 
prognosis in the two groups are so 
similar that there does not appear to be 
justification for a subclass of pemphigoid. 


uw 
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The nevus of Ota,! first described in 1939- 


and named nevus fusco-caeruleus opthalmo- 
maxillaris, has been recognized with in- 
creasing frequéncy in recent years, especially 
since 1952, when Ito and Yoshida reviewed 
its characteristics.? It. consists of a pig- 
mented patch or group of macules of bluish 
or brownish color, involving the skin in 
the area of distribution of the first or sec- 
ond branch of the trigeminal nerve. It is 
generally unilateral and is frequently asso- 
ciated with melanosis of ocular or orbital 
structures. In the series of 26 patients re- 
ported by Tanino,* it appeared shortly after 
birth in 17 instances, enlarging later in 6 
of these (between the 14th and the 18th year 
of age). In the other nine patients it first 
appeared between the 10th and 18th year 
of life. Twenty of his patients were women 
and six were men. Melanosis of the eye 
was present in 15 of his 26 patients, hav- 
ing been present in each practically since 
birth, while in 11 cases it was absent. 
Yoshida’s data? were quite similar in his 
group of more than 100 patients with nevus 


_ of Ota, including the great predominance in 


females. The histologic structure is essen- 
tially that seen in the Mongolian spot, con- 
sisting of sparse melanoblasts situated in 
the corium. An increase in the number and 
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density of these cells makes the pathological 
diagnosis of blue nevus tenable.‘ 


Dorsey and Mentgomery® recently re- 
ported two cases in which the development 
of malignant melanoma was interpreted as 
taking place in a nevus of Ota, and they 
used the term “malignant nevus of Ota” in 
their report. They also stated: “The his- 
topathologic picture of the nevus of Ota 
varies from that of a Mongolian spot to 
that of a cellular blue nevus.” We have yet 
to observe a malignant melanoma develop- 
ing in the tissue of a nevus of Ota. In re- 
viewing our collection recently, however, we 
found sections of a benign cellular blue 
nevus with the clinical characteristics of 
Ota’s nevus, which had been presented 
before the Mississippi Valley Dermatological 
Conference by Senear and Caro in 1934 as 
a melanoma,® the diagnosis being based on 
the opinion of a general pathologist. In dis- 
cussing the case at that time, however, S. W. 
Becker Sr. said, “I'think that the condition 
is blue nevus which might be mistaken for 
melanoma.” It is our purpose in this paper 
to report on the condition of this patient 
with- nevus of Ota, 21 years after his 
original presentation. 

The patient was a white electrician, 27 years of 
age in September, 1933, when he was first seen 
at the Research and Educational Hospital of the 
University of Illinois. The right side of his fore- 
head and eyebrow were covered with a deep gray- 
blue maculopapular plaque which extended back- 
ward to the vertex, laterally to the anterior 
temporal area, and downward along the side of 
the nose to the infraorbital region. Small papular 
tumors were present on the surface of the anterior 
part of the lesion, and on the outer side of his 
right eyebrow there was a mass that had a dark 
bluish-black color and a fibrous consistency. No 
involvement of the orbit, sclera, or conjunctiva 
was observed. There was no melanosis of the eye. 


The lesion had its onset when he was 7 years 
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Fig. 1.—Cellular blue nevus of Ota, in a white 
man, 49 years of age. Duration of lesion 42 years. 
Black and white print made from Kodachrome 
film. 


oa 
he A bo 
Fig. 2.—The stroma of the lesion, consisting of 
melanoblasts and melanophages associated with 
fibrosis and cellular groups of blue nevus cells. 


Hematoxylin and eosin stain; reduced about 2/5 
from mag. X 100. 
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of age, developing after a quantity of black 
powder was blown into his face during a prank 
by a playmate. The skin was not injured at the 
time, and all the powder was removed. At the 
age of 9 years, while playing with a shotgun shell, 
he suffered a gunpowder burn on the face, which, 
however, did not alter the appearance of the lesion. 
When he was 11 years of age an abscess developed 
at the site of a mosquito bite on the right eyebrow. 
This drained for a long time before healing, and 
it was succeeded by a permanent soft cyst-like 
tumor at the site. Other than this there had never 
been any signs of inflammation or other complica- 
tions. The patient had the impression that expo- 


sure to sunlight, especially in the summer, would 


darken the color of the blue patch. Fading would 
occur later in the year, however, or when he was 
protected from the sun. After the patient’s 7th 
year the lesion remained stationary in all other 
respects except that the mass in the region of the 
eyebrow slowly became slightly larger, darker, 


Fig. 3.—High-power view of part of the field 
shown in Figure 2. Melanoblasts, melanophages, 


and cellular blue nevus cells. Hematoxylin and 
eosin stain; reduced about 2/5 from mag. X 450. 


and quite firm. This mass was removed surgically 
in September, 1933, and the pathological diagnosis 
of the tissue was malignant melanoma. 

The patient was sent to the Cook County Hos- 
pital, where, in October, 1933, radiation therapy 














BLUE NEVUS OF OTA 


in the form of radium plaques was applied for 96 
hours. No record can be found now of the exact 
dosage or site of this therapy. For follow-up ob- 
servation he was referred to our Dermatology 
Clinic on Jan. 5, 1934, where it was found that 
there had been no progression or regression of the 
lesion and that the surgical wound in the eyebrow 
area had healed. A biopsy of one of the small 
papules in the lesion at this time was interpreted 
by the pathologist as melanoma. After the patient 
was presented at the Mississippi Valley Dermatol- 
ogical Conference later in the same month he was 
again observed in March, 1934. No changes were 
observed in the lesion, and no signs of metastases 
were found. 

Twenty-one years later, in 1955, the original 
sections and further sections from the blocks of 
tissue removed in 1933 and 1934 were reviewed, 
and the patient was again examined (Fig. 1). 
The microscopic structure was that of a cellular 
blue nevus (Figs. 2 to 5). No indication of malig- 
nant melanoma was observed. His general health 
was excellent. The lesion as described in 1934 
was found to have undergone no change whatso- 
ever during the intervening years. The small 
- papules were still present in the lesion, and a well- 
defined, soft, movable mass, 2.5 cm. in diameter, 





Fig. 4.—High-power view of a group of fusi- 


form melanoblasts embedded in fibrous matrix. 
Hematoxylin and eosin stain; reduced about 2/5 


from mag. X 450. 





Fig. 5.—A part of the densely cellular component 
of the lesion; groups of packed monomorphic blue 
nevus cells. Hematoxylin and eosin stain; reduced 
about 2/5 from mag. x 450. 


was palpable under that lateral half of the right 
eyebrow. Here there was also a superficial, well- 
healed, linear surgical scar. The patient had no 
Mongolian spots or other blue nevi elsewhere on 
the skin. No adenopathy was found. He said that 
the only changes which he had noticed in the 22- 
year interim was a transient darkening of the 
lesion after the radium therapy and after periods 
of heavy exposure to sunlight. No. inflammation, 
pain, or enlargement had been observed. 


The diagnosis in this patient was estab- 
lished as benign cellular blue nevus of Ota, 
even though it was originally considered to 
be a melanoma and the case had been pre- 
sented ® as such in 1934. Allen and Spitz? 
have pointed out that the cellular blue nevus 
was in the past confused with melanoma. 
They have also demonstrated that cellular 
blue nevus may rarely develop a melanoma 
in its substance.’ In our patient malignancy 
has not occurred in a large lesion which has 
been present unchanged for 42 years. He 
will receive periodic follow-up examinations, 
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but in our opinion no therapy is indicated 
at present. 
Summary 

A large cellular blue nevus of Ota, orig- 
inally diagnosed as melanoma, has been fol- 
lowed for 22 years. 

Radium therapy, 22 years ago, effected 
no gross alteration of the lesion except tem- 
porary darkening of its color. 

The lesion has not changed in any n manner 
for 22 years, and it probably still has an 
entirely benign prognosis. 
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The clinical features of Fox-Fordyce 
disease constitute a distinct picture. The 
findings of a symmetric eruption of discrete, 
flesh-colored to pink papules oriented about 
the follicular openings with intervening nor- 
mal skin and located in the axillae and about 
the external genitalia, the areolae, and the 
umbilicus, together with the overwhelming 
predominance in sexually active females and 
with the exquisite pruritus which accom- 
panies it, distinguish this condition clearly. 
Difficulties arise only when secondary in- 
fection or sensitization, miliaria or licheni- 
fication occurs. The clinical features have 
been excellently reviewed by Goodman? and 
Chatellier.? 


By contrast, the etiologic and histopatho- 
logic picture in this condition is not well 
defined. The process was originally con- 
sidered a form of localized neurodermatitis 
by the authors who described it.2 However, 
Gougerot and co-workers * described a type 
without pruritus. Since the work of 
Schiefferdecker on the apocrine glands, most 
authors have considered the disease as one 
of dysfunction of these glands. Whether 
the primary fault involves innervation, 
hormonal imbalance, or developmental de- 
fects of the glands has been thoroughly and 
inconclusively discussed. Shelley and asso- 
ciates f have recently considered the prob- 
lem as “miliaria apocrina.” In such a 
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view, poral obstruction would be the basic 
pathogenic factor in the disease. 

There has been no. histologic picture that 
could be considered diagnostic of this con- 
dition. The general features that have been 
emphasized are hyperkeratosis, acanthosis, 
and spongiosis even to the point of vesicle 
formation, chiefly about the follicles, and 
plugging of the follicles with keratin masses, 
dilatation of the glands, and the presence of 
a chronic infiltrate about the glands and 
follicles. All these changes are nonspecific 
and could be expected to occur in chronic 
skin disorders of the axillae and other loca- 
tions. In the hope of clarifying the etiology, 
pathogenesis, and pathology of the process, 
we have reviewed four Mayo Clinic cases 
of Fox-Fordyce disease in which axillary 
biopsy specimens were available. The find- 
ings in these cases form the basis of this 
presentation. 


Method and Material 

The axillary biopsy tissue was fixed in 10% 
formalin and embedded in paraffin. Sections 8 
thick were cut from these blocks and stained with 
hematoxylin and eosin, Gémori’s aldehyde-fuchsin 
elastic-tissue stain counterstained with hematoxy- 
lin, van Gieson’s stain, mucicarmine, Best’s car- 
mine, periodic acid-Schiff stain (PAS), toluidine 
blue, and Sudan black B. In addition, digestion 
with diastase prior to PAS staining was done, and 
pyridine extraction at 60 C for 24 hours was per- 
formed prior to staining with PAS and Sudan 
black B stains in a complete set of sections. 


Histopathology 
The epidermis showed irregular acan- 
thosis which was marked in peripheral loca- 
tions (Fig. la). There was hyperkeratosis 
in and about the hair follicles, and some of 
the hyperkeratotic plugs in the follicular 
openings were parakeratotic. There was a 


* References 4 and 5. 
+ References 6 and 7. Montgomery, H., in dis- 
cussion on Shelley and Levy.’ 
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Fig.1—(a.) Section reveals an involved and an uninvolved gland with their respective 
ducts. Spongiosis is visible in the follicle, and there is a perifollicular and periglandular infil- 
trate (hematoxylin and eosin; X 30). (b.) Mayer’s mucicarmine stain reveals perifollicular 
change around deposits of mucin. There is definite spongiosis of the follicle with an early 
vesicle, and a perifollicular infiltrate is present (X 50). (c.) Mucicarmine stain reveals mucin 
within the apocrine glands and apparent rupture through the walls of the glands at X. The 
walls are thinned and atrophic (X 80). (d.) PAS stain of the mucin material in the apocrine 
glands. The atrophy and disruption of the walls of the glands are apparent. The granular 
vacuolated appearance of the material is noteworthy (X 135). Biss 
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slight to moderate degree of spongiosis in 
the walls, of the hair follicles. In a few 
sections, very early vesicle formation was 
seen (Fig. 1b). In the dermis there was 
edema with separation of the connective- 
tissue bundles. This was to be found par- 
ticularly about the appendages. A basophilic 
material was deposited among the edematous 
connective-tissue fibers and condensed in 
large amounts about the follicles. The ducts 
leading into the hair follicles from the 
apocrine glands showed signs of obstruction 
and atrophy. In Figure la, to the left, a 
normal duct and gland may be seen lead- 
ing into the follicle, and to the right there 
is a duct that shows signs of atrophy. The 
apocrine gland from which this duct leads 
is involved in the process, showing dilated 
atrophic secretory tubules in which the 
normal cellular architecture is lost. In the 
lumen of this gland is a homogeneous 
basophilic material similar to that mentioned 
above. About the gland and the follicle is 
a chronic infiltrate of lymphocytes. Oc- 
casionally in this infiltrate there will be 
many mast cells. Normal apocrine and ec- 
crine glands were present in all the biopsy 
specimens, which provided a contrast with 
the involved apocrine structures. 

The presence of basophilic material in 
the lumen of the glands was a characteristic 
finding. This material was found chiefly 


in the secretory portion of the glands, but 
occasionally in the ducts as high as those 
at the level of the middle cutis. It was 
never observed in glands that had not under- 
gone a great degree of atrophy of the cells 
and the gland wall. In several instances 
it was possible to see rupture of the wall 
of the secretory portion of the gland with 
extrusion of this material (Fig. 1c). Inside 
the lumen the material had a distinctive 
vacuolated appearance. In several instances 
the material was deposited about large 
vacuoles in such a way as to suggest the 
amyloid rings seen in amyloid involvement 
of the panniculus.. The vacuoles may be 
well seen in Figure 1d. Since no -fresh 
tissue was available to us, it was not possible 
to study this material for lipide. It is possi- 
ble to state that this is not an anesthetic 
artifact from injection of procaine under 
pressure, because it is;constant in the in- 
volved glands, and normal glands without 
such vacuoles may be found immediately 
next to those that contain them. 


Histochemistry 
In all the sections a mucin-positive ma- 
terial was found in the tissue; it was con- 
centrated chiefly about the follicles and 
within the lumen of the involved apocrine 
glands (Fig. 16 and c). In order to char- 
acterize the mucin, a study of its staining 
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Source MEB 
Author of Anatomic Basophilia | PAS* | PAS-Diastase | Metachromasia Extinctiont 
Material Location (pH) 
Winkelmann Fox-Fordyce Axilla Pos. Pos Pos. Neg. No data 
and disease 
Montgomery 
Myxedema Tongue Pos. Pos. Pos. Pos. 2 
Brewer® 
Myxedema Heartt Slight Pos Pos. Neg. 5 
Lennox and Sweat-gland Epithelial cells No data Pos. No data Neg. 5.3 
associates§ tumors and small 
ducts 
Sweat-gland Mucin in large No data Pos. No data Neg. 6.9 
tumors cysts 
Pearse?! Mucoproteins Salivary and Pos. Pos. Pos. Neg. Above 4 
and glycopro- gastric glands 
teins 
* Periodic acid-Schiff stain. 
+ MEB, methylene blue. 
i This material is negative to the mucicarmine stain. 
References 9 and 10. 
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properties was made. This material was 
found to be basophilic, as shown by its 
reaction with hematoxylin. This was con- 
firmed by its strong orthochromatic re- 
action with toluidine blue ; no metachromasia 
was found with this stain. This material 
gave a positive PAS. reaction. It was also 
diastase resistant. With Best’s carmine the 
material stained the light pink color that 
mucin may show. The Sudan black B re- 
action, performed in order to rule out the 
presence of bound lipid or lipoprotein, was 


negative. The PAS reaction performed also . 


after extraction of the material with pyridine 
at 60 C for 24 hours was still positive. 
These results are summarized in the Table. 

Within the cells of the glands that did 
not contain this mucinous material, it was 
possible to demonstrate glycogen by Best’s 
carmine reaction and the PAS-diastase re- 
action. Also present was a finely granular, 
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PAS-diastase-resistant material. This ma- 
terial did not show a positive reaction with ' 
stains for mucin or with other stains. 
Within the same cells was a lipofuchsin 
type of pigment which resisted pyridine 
extraction and showed a yellow color in 
PAS-prepared sections. In the same loca- 
tion within the cell it was possible to find 
large amounts of material that gave positive 
results with the Sudan black B stain. The 
complete identity of the lipofuchsin material 
and the Sudan-black-B-positive material was 
not proved. 


Comment 
It is possible to relate the clinical and 
the histopathologic findings in Fox-Fordyce 
disease in a simple manner (Fig. 2). It 
is impossible to be sure where this cycle 
begins and whether, as viewed in Figure 2, 
it goes clockwise or counterclockwise. The 


Intense pruritus 
and 
lichenification 


Mucinous a 
apocrine glands 


Poral closure 
and 
obstruction 


Fig. 2.—Relationship between various, local fac- 
tors in the production of Fox-Fordyce disease. 


early theory of pathogenesis would favor 
the view that the process begins with pru- 
ritus, lichenification, and neurodermatitis. 
The recent view of Shelley and Hurley ® 
is that the poral closure is the basic fault 
and that the cycle begins there.- In the 


light of the reported findings in our cases 


it would not be surprising if the process 
began with mucinous metaplasia of the 
apocrine glands. However, the important 
fact to be noted is the manner in which 
all these factors in turn may enhance the 
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existence of each other. 

The strongest argument for the impor- 
tance of mucinous change in the glands as 
the starting point for the pathologic process 
is that it has been possible to see apparently 
normal ‘and mucin-containing apocrine 
glands side by side in the dermis and even 
leading into the same follicle. Such a con- 
dition is seen in Figure la, in which an in- 
volved and an uninvolved gland are seen 
side by side and the duct of each enters a 
common follicle. The duct on the right is 
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showing pathologic change. Then, too, the 
pruritus in Fox-Fordyce disease may start 
before visible lesions occur. The mucinous 
change observed could explain the exquisite 
pruritus that patients with this condition 
experience. The pruritus without clinical 
lesions has been. used as a basis for the 
neurodermite theory. It is explained equally 
well by the mucinous change in the glands 
and extravasation of mucin into the cutis. 


The histochemical results recorded here 
appear to eliminate lipid and glycogen as 
components of the material present in the 
glands and in the tissue. Lack of meta- 
chromasia would rule out the acid mucopoly- 
saccharides, such as hyaluronic acid. It 
seems most probable that this material is 
a neutral mucopolysaccharide or mucopro- 
tein. There are many such substances, how- 
ever, and such a finding is not specific. 


It is no longer possible to use solely the 
Mayer mucicarmine stain to identify mucins. 
It is evident that many mucoproteins and 
mucopolysaccharides may take the stain for 
mucin. Under these circumstances, it is 
necessary that a group of reactions be used 
to delineate the reactivity of the specific 
material. In this way, comparison with 
mucins from other normal and pathologic 
sources may be accomplished. 


The mucinous material found in our cases 
of Fox-Fordyce disease corresponds to the 
mucinous material found by Lennox and 
associates ® in their sweat-gland tumors, as 
is seen in the Table. It should be noted 


that this type of mucin is comparable with - 


gastric mucin and with that of the salivary 
glands. These authors found mucin in 84% 
of 82 sweat-gland tumors. In some of their 
cases they noted more than one type of 
mucin in the tumors. In our cases there 
was occasional evidence, through staining 
reactions, that this material was not homo- 
geneous, but the histochemical reactions did 
not support this. In the Table, the histo- 
chemical findings of Brewer ® in a case of 
myxedema are presented. There does not 
appear to be a relationship between the 
mucinous materials of myxedematous states 


and those found in sweat-gland disease. It 
is obvious that further study of the re- 
actions of mucin substances would be fruit- 
ful. Such a study of lichen myxedematosus 
and localized myxedema is in progress. 


Lennox and associates consider that their 
finding of mucin change in sweat-gland 
tumors supports the hypothesis that these 
tumor cells are of a more primitive type 
and retain the mucus-secreting properties 
similar to those of the body glands of 
amphibians. A spontaneous non-neoplastic 
metaplasia of mucin type may occur, as is 
shown by Walther and Montgomery’s 
case.!2 In our study is presented another 
example of such a change, that of Fox- 
Fordyce disease. In a recent study, Cormia 
and Kuykendall?* found an unusual ma- 
terial in acute-retention syndromes in sweat 
glands in various dermatoses. They found 
a PAS-positive material which was diastase- 
resistant in the ducts of the obstructed 
glands. Their material was basophilic and 
not metachromatic with toluidine blue. 
Therefore, it was like the material just 
described in two of its most important char- 
acteristics. It would be interesting to know 
whether their material was mucin positive. 
It might represent the first step in such a 
change as we have described in Fox-Fordyce 
disease. No material was found in the ducts 
in a position similar to that described by 
Cormia and Kuykendall. 


The PAS-positive, diastase-resistant ma- 
terial in normal apocrine cells has been 
described before.4* It might be that this 
material is thé source of the mucinous 
metaplasia. Since it resists extraction with 
pyridine at 60 C for 24 hours, it presuma- 
bly is not a lipid complex. The lipofuchsin 
material in the apocrine glands was de- 
scribed in a case of Fox-Fordyce disease by 
spiller and Ritchie.2° It is recognized that 
this is a normal constituent of apocrine 
glands, and it has been more recently de- 
lineated by Montagna and _associates.’® 
Presumably, it is this material which stains 
with Sudan black B after hot-pyridine ex- 
traction, as the lipofuchsin material is read- 
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ily apparent in PAS-stained sections after 
such a procedure. There seem to be in- 
creased amounts of this material present. 
No significance can properly be attached to 
this finding at present. 

The changes described in the apocrine 
glands are all local. Of course, these glands 
reflect numerous physiologic changes in the 
body. It has been noted before by Pautrier ¢ 
and later by Cornbleet 1" that Fox-Fordyce 
disease may go into remission with preg- 
nancy and occasionally with hormone ther- 


apy. Many patients have menstrual irreg- - 


ularities. Thyroid disease has been noted in 
several patients.§ One of our patients had 
Addison’s disease. In the present state of 
knowledge it is perhaps wise to consider 
such hormonal changes as contributing fac- 
tors, though a broader significance may be 
proved in the future. 


Summary 


Four cases of Fox-Fordyce disease have 
been studied with histochemical and _histo- 
pathologic technics. The involved apocrine 
glands were shown to contain a mucin. This 
material was found also free in the tissues, 
especially about the appendages. The ma- 
terial is PAS-positive, diastase-resistant, and 
nonmetachrematic. It is Sudan-black-B- 
negative and resists extraction with hot 
pyridine. It is considered that the presence 
of mucin is a good explanation for the 
exquisite pruritus that these patients expe- 
rience. It is possible that the mucin has 
etiologic significance in the disease process. 


¢ Pautrier, L. M., in discussion on Gougerot and 
Blum.‘ 
§ References 18 and 19. 
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With the report of Page in 1951? on the 
use of quinacrine in the treatment of chronic 
discoid lupus erythematosus and the subse- 


* quent reports of Goldman and others ? and 


Pillsbury and Jacobson * in 1953 and 1954 on 
the successful use of the less toxic and more 
esthetically acceptable chloroquine, it has 
become clear that the therapy of this disease 
needs reevaluation. Since no dependable 
data are available on the natural course of 
lupus erythematosus, the logical approach 
to the evaluation of new drugs is a care- 
ful comparison of results obtained with them 
and results accumulated in the use of older, 
standard medications. The purpose of this 
paper is to compare chloroquine with gold 
sodium thiosulfate in the treatment of 
chronic discoid lupus erythematosus. 

Five points of comparison were considered note- 
worthy: 


1. Number of successes and failures 

2. Rates at which clinical remission took place 

3. Number of recurrences 

4. Correlations of durations after treatment with 
durations before treatment, and with the pa- 
tients’ ages 

5. Side-effects, ease of administration, esthetic 
acceptability of the drugs 


Experimental Studies 


Twenty-four cases of chronic discoid lupus 
erythematosus were treated orally with chloroquine 
diphosphate in doses of 0.25 gm. t.id. for 14 days, 
b.i.d. for 14 days, and one daily until. remission, or 
for at least 2. months. 

Sixty-six cases were treated with gold sodium 
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thiosulfate on the following schedule. An initial 
dose of 0.025 gm. was given, with weekly incre- 
ments of 0.025 gm. until 0.1 gm. per injection was 
reached. The 0.1 gm. doses were continued weekly 
for 15 to 20 weeks. All injections were intra- 
venous. 


Successes and Failures—The number of 
remissions and failures are presented in 
Table 1. The probability of a failure with 


TABLE 1.—Remissions and Failures in the Treat- 
ment of Chronic Discoid Lupus Erythematosus with 
Gold and with Chloroquine 








Remissions Failure Total 
Ln SREP Sorts Bic eaten nea igh ahs eh 57 9 66 
Chiorgquine_.-..............- 24 3 24 





TABLE 2.—Duration in Months of Fifty-Seven Cases 
of Chronic Discoid Lupus Erythematosus Treated 








with Gold Sodium Thiosulfate 
No. of Duration No. of 
Duration in Mo. Cases in Mo. Cases 
ag, RSPEI Ses ng AERIS Fs 5 6.5-7.5 1 
1.5-2.5. 10 7.5-8.5 2 
2.5-3.5 21 8.5-9.5 1 
3.5-4.5 7 9.5-10.5 1 
4.5-5.5 5 10.5-11.5 1 
5.5-6.5 3 








TaBLE 3.—Durations in Months of Twenty-One 
Cases of Chronic Discoid Lupus Erythematosus 
Treated with Chloroquine 








Duration in Mo. 


EF aici cid weg edo nat owen ee whan Kaen ae ee 5 
BAP epee ifn Wang ac douay wend hook a Repos wes 9 
DP tib si suck pe iadnsecuen sautakdess saa ecs .-3 
ot OE EER SSRRG ORES (ape atte nicoke pe pcacas WY ean meaner ae epee 2 
Raa wri scepteuseunn ss4s ksubedegesovasesanses 1 
De eco oa ce ki  gae tap cataybeencpidenewaeeien 0 
DUPE oi cc hl esis tas woadecs ince dedecedconvap potas 1 





TaBLe 4.—Arithmetic Means, Logarithmic Means, 

and Logarithmic Standard Deviations for Frequency 

Distributions of Cases of Lupus Erythematosus 
Treated with Gold and with Chloroquine 











Standard 
Mean Deviation 
Arithmetic Mean (Mo.) of Log Log 
Gold____. oh LEEPER OTE 3.72 0.512 0.202 
Chloroquine.__........... 2.48 0.329 0.233 
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gold from these data is 0.136, and the prob- 
ability of a chloroquine failure is 0.125. A 
significance test for this difference in prob- 
abilities indicates that the small difference in 
favor of chloroquine is not significant.* 
Rate of Improvement.—In a recent pub- 
lication,> one of us (J. T. C.) outlined a 
method for the evaluation of a drug thought 
to shorten the course of a disease by com- 
parison of new results with a mathematical 
curve which expresses the course of a 
disease in its untreated form or by com- 
parison with a curve describing the disease 


NO. OF CASES 
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LUPUS ERYTHEMATOSUS 
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Chart 1.—Normal logarithmic curve fitted to a 
frequency polygon of durations of 57 cases of 
following 


chronic discoid lupus erythematosus 
treatment with gold sodium thiosulfate. 
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as it responds to standard forms of treat- 
ment. The latter situation is the one dealt 
with here. The fitting of such a frequency 
curve to the data is a straightforward mathe- 
matical procedure ; for details the publication 
cited should be consulted. The durations 
of the individual cases were grouped in 
monthly intervals (Tables 2 and 3) and 
plotted in the form of frequency polygons 
(Charts 1 and 2). The distributions are 
skewed to the left. They are fitted satis- 
factorily by normal logarithmic curves, using 
Davies’ test for goodness of fit and his 
method for calculation of the means and 
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Chart 2.—Normal logarithmic curve fitted to a 
frequency polygon of durations of 21 cases of 
chronic discoid lupus erythematosus following 
treatment with chloroquine. 
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Chart 3—Comparison of frequency curves of 57 cases of chronic discoid lupus erythematosus 
treated with gold and 21 cases treated with chloroquine, showing the rates at which clinical remission 


took place. 
* Wilks,‘ p. 216. 
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standard deviations.® These latter values are 
presented in Table 4. The fitted curves are 
superimposed on the polygons in Charts 1 
and 2. Chart 3 gives a combined picture of 
the rate of response of the disease to gold 
and to chloroquine. A significance test for 
the difference in means in favor of chloro- 
quine shows that the difference is definitely 
significant. 

Recurrences.—The number of recur- 
rences within one year after beginning treat- 
ment is recorded in Table 5. The probability 


TaBLE 5.—One-Year Remissions and Recurrences 
Within One Year in the Treatment of Discoid Lupus 
Erythematosus with Gold and with Chloroquine 








Remission Recurrence Total 
Mg ease sonwc dares 47 10 57 
Chloroquine___...._.._-.- 14 7 21 





TaBLeE 6.—Resulis of Correlation Analysis of Dura- 

tion After Treatment and Duration Before Treat- 

ment and Age of the Patient in Cases of Discoid 

Lupus Erythematosus Treated with Gold and with 
Chloroquine 








Duration Before 


Treatment* Age of Patient* 

Gold, duration 

after treat- 

Ment.........r= 0.09( —0.17 to 0.37) r= —0.29(0.05to —0.56) 
Cc juine, 

duration 

after treat- 

ment_.._..... r== —0.24( —0.61 to 0.22) r= —0.42(0.05 to 0.73) 





*95% Confidence limits of r are given in parentheses. 


of a recurrence following gold therapy is 
0.176, and the probability after chloroquine 
is 0.333. The chloroquine rate is signifi- 
cantly greater than the gold rate. 

Correlations —Correlation analysis of the 
duration of the disease before and after 
treatment with gold and chloroquine is sum- 
marized in Table 6. Significance tests for 
r show no significant correlation. 

Correlation analysis of the duration of 
the disease after treatment and the age of 
the patient is also shown in Table 6. No 
significant correlation is present for chloro- 
quine. A small amount of negative correla- 
tion is present in the gold cases. 


Side-E ffects—In the time period involved 


T Wilks,* p. 258. 


in the collection of the 66 gold cases, 5 cases 
showed side-effects from gold sufficient to 
necessitate discontinuing the drug. These 
cases were not included in the study. 
Chloroquine medication had to be discon- 
tinued in two cases in the time period 
covered in this study. These patients are 
not included in the data. 


, Comment 


In our series chloroquine produced no 
greater relative number of remissions than 
gold. We were unable to determine whether 
the same type of case that responded to 
gold also responded to chloroquine. Al- 
though a number of cases which formerly 
had responded to gold later responded to 
chloroquine, no gold failure presented itself 
later for treatment with chloroquine. 

Chloroquine shows its greatest advantage 
over gold in its superior rate of action in 
those cases in which it works at all. The 
data clearly show this. The average length 
of time for remission to take place was more 
than a month shorter for chloroquine. 

Recurrence within 2 year after beginning 
therapy were much higher for chloroquine. 
One case in every three treated had re- 
curred in a year, and usually quite promptly 
after treatment was stopped. Data collected 
since this study suggest that this recurrence 
rate can be materially reduced by continuing 
small doses of chloroquine for several 
months after clinical remission has taken 
place. 

The superiority of oral medication over 
intravenous need hardly be stressed. Pa- 
tient loss is certainly less with the pill than 
with the needle. 

The side-effects of gold are too well 
known to necessitate further discussion here. 
In our experience careful attention to the 
skin, and particularily to symptoms of itch- 
ing, will minimize the difficulties. 

We have yet to see a serious side-effect 
from chloroquine. Two of our patients 
complained of incubus. In one of these 
a nightly precipitation into a world of terror 
of beasts and monsters, chaos, violence, and 
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death made the patient’s butterfly patches 
seem trifling in comparison. Reduction of 
the dosage did not stop the nightmares, and 
it was only by discontinuing the drug that 
-our patient could “knit up” once again his 
“raveled sleeve of care.” 

Visual disturbances were the commonest 
untoward effects. Most frequent was a 
difficulty in accommodation which disap- 
peared quickly on discontinuing the therapy, 
and even on reducing the dosage. One pa- 
tient complained of a halo about lighted 
objects. This effect, too, proved to be tran- 
sient. A mild nonthrombocytopenic purpura 
was seen in one patient. The purpura sub- 
sided quickly after treatment with the drug 
was stopped. 

It is surprising that in contrast to many 
diseases the duration of lupus erythematosus 
had no detectable effect on the response rate 
either to gold or to chloroquine. The age 
of the patient had no effect on the response 
to chloroquine, but the gold cases showed 
slight negative correlation; i.e., the younger 
patients responded somewhat more slowly 
than the older ones. 


Summary 


Results in the treatment with chloroquine 
of 24 cases of chronic discoid lupus erythe- 
matosus were compared to a standard de- 
rived from treatment of 66 cases with gold 
sodium thiosulfate. 

There was no significant difference in 
the proportion of cases that responded to 
these drugs. 

Cases treated with chloroquine responded 
more rapidly than those treated with gold. 

There was a significantly greater number 
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of recurrences within a year after chloro- 
quine treatment than after gold. 

There was no detectable correlation be- 
tween the duration of the disease before and 
the duration after treatment with either gold 
or chloroquine. 

There was no detectable correlation, in 
chloroquine-treated cases, between the age 
of the patient and the duration of the 
disease, * 

There was a small amount of negative 
correlation between the patients’ ages and 
durations after treatment, in cases 
treated with gold. 

Serious side-effects following chloroquine 
therapy were not seen. Visual disturbances 
and incubus were observed. 

Chloroquine is superior to gold esthetically 
and in ease of administration. 


71 West North St. (Dr. Crissey). 
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In 1952, Knight,* when studying the 
lipase activity of molds, observed in vitro 
inhibition of strains of Aspergillus and Pen- 
icillium when glyceryl triacetate (triacetin) 
was added to homogenized Sabouraud’s 
medium. Concentrations of 0.05% glyceryl 
triacetate were found to effectively inhibit 
the growth of these two molds. Pathogenic 
fungi such as Microsporum audouini, Tri- 
chophyton mentagrophytes, Microsporum 
lanosum, and Epidermophyton floccosum 
were similarly inhibited in vitro with the 
addition of 0.1% to 0.3% glyceryl triacetate. 
Knight présumed that a lipase of these 
molds and fungi was capable of hydrolyzing 
glyceryl triacetate so that products of this 
reaction were injurious to the growth of 
the organisms. If blood serum was added 
to the medium, the action of glyceryl tri- 
acetate was potentiated, probably through 
the action of the serum lipase. When spores 
of some spécies of molds and fungi appeared 
to be resistant to the action of glyceryl tri- 
acetate, no lipase activity could be demon- 
strated. 

The above observations along with some 
preliminary clinical trials led us to use this 
compound in the treatment of 80 patients 
with fungus or yeast infections. The diag- 
nosis in every instance was made by using 
standard procedures such as the potassium 
hydroxide preparation, the Wood’s light ex- 
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amination for tinea capitis and tinea versi- 
color, and cultures on Sabouraud’s medium 
where applicable. All cases were followed 
using the aforementioned procedures at 
two- to four-week intervals over a period 
of one to six months. 


Medicaments Used in the Study + 


Glyceryl triacetate in strengths of 5%, 
25%, and 50% was incorporated in an 
ointment containing polyethylene glycol 4000 
(Carbowax 4000) and polyethylene glycol 
400 (Carbowax 400) as the base. A lotion 
of 25% and 50% glyceryi triacetate in 50% 
isopropyl alcohol was also available. Five 
per cent salicylic acid was added to some 
of the preparations in an attempt to duplicate 
clinically the laboratory observation in 
which blood serum potentiated the action 
of glyceryl triacetate. It was our thesis that 
the keratolytic action of salicylic acid might 
release serum through mild tissue reaction 
and increased capillary permeability. 


Comment 


Glyceryl triacetate was found by us to 
possess fungicidal and/or fungistatic action 
against some commonly encountered super- 
ficial fungus and allied infections. The re- 
sponse of patients with onychomycosis was 
disappointing, as were superficial infections 
of Candida albicans and cutaneous infections 
of Blastomycosis dermatitidis. All 22 cases 
of dermatophytosis due to T. mentagrophy- 
tes responded well. Within three weeks 15 
of the cases were no longer potassium-hy- 
droxide-positive, and growth on Sabouraud’s 
medium was not obtainable. In the seven 


+ Prepared by the G. F. Harvey Company, Sara- 


toga Springs, N. Y. 
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Results of Treatment with Glyceryl Triacetate 














a 
time 
Infection Organism No. Cases Cures Relapses for cure Drug or Drugs Employed 
TN: CMR Sco io ioe cds Le beeen caaces es 19 9 0 8B and E alternate wk. 
Be I os epee 3 3 0 4 B 
Tena. saiatass pce 7» ne ggg Uenicssilos 1 1 0 2 A 
E.. floccosum.. 2 2 0 3 <A andC 
Unidentified. 1 1 0 ees * | 
WES ON s iey cip cee ess us E. floccosum.............-... 2 2 0 2 AandF 
4 macsnareatioias et ena ge: 22 22 4 3 A (11), B (7), and F (4) 
T. purpureum__-....-...---- 12 8 4 8 A (6), B (5), and C (1) 
Onychomycosis___........----..T. mentagrophytes-.._.--.-- 1 0 A, B, C, and F 
T. purpureum.......-...-.-- 3 0 A, B, C, and F 
DCE ins cininn x od stettoent T. purpureum.._..........-- 1 1 0 8 A 
ni Ae vend Pipe ae eae Dieta ER es 1 0 F 
Mi ARON. i. ek ces 1 1 0 y Be’ 
Unidentified hic hihpavesseisice 1 1 0 3 A 
Py; WOOO es cnc Siete DE; TORT oo Siw cece 6 6 0 3 E 
Moniliasis (superficial) -_....--. ©. SIRI a eke ces 2 0 A, B, and C 
Blastomycosis (cutaneous).....B. dermatitidis.............- 1 0 A and F 
Yee! Reise aye se pea enc Mo.senuieii se ele 1 1 0 2 E 
A—25% glycery] triacetate ointment D—25% glycery! triacetate lotion 
B—25% glyceryl triacetate ointment with 5% eg acid E—50% glycery] triacetate lotion 
C—50% glyceryl triacetate ointment F— 5% glycery] triacetate lotion 


remaining cases the KOH examination was 
positive, but no growth in Sabouraud’s 
medium was obtained after six weeks of 
therapy. Recurrence or reinfection occurred 
in four instances at six to eight weeks after 
treatment was stopped, and these promptly 
responded in three weeks to reapplication of 
glyceryl triacetate. 

In 13 instances where infection with T. 
purpureum was present, 11 were still posi- 
tive by potassium hydroxide examination 
and by culture at the end of three weeks of 
therapy, 8 at the end of eight weeks, and 
5 at the end of 16 weeks. Relapse occurred 
in four patients who had been negative by 
KOH and culture for four to six weeks. 
The patients who relapsed did not become 
negative on retreatment. Hypoglycemia, ob- 
served by Rothman? in patients with T. 
purpureum infection, was not seen in any 
of ours. 

. Seven of the eight patients with infections 
caused by either E. floccosum or M. lano- 
sum were clear at the end of three weeks. 
A case of tinea capitis due to M. lanosum 
did not clear until after six weeks of treat- 
ment. 


74 


In the patients with tinea versicolor, clear- 
ing was observed in one-half of the cases 
at the end of two weeks, and all were clear 
at the end of four weeks. 

All 19 cases of tinea capitis due to M. 
audouini were in children ranging in age 
from 4 to 16 years. Most of these patients 
had been treated previously over periods of 
4 to 36 months without success with a 
variety of fungicides. Nine of these pa- 
tients were discharged as cured during the 
course of six months of observation. Two 
of these were older children (14 and 16), 
and admittedly their improvement would 
parallel their pubescence. The 10 uncured 
cases showed improvement and no progres- 
sion of the disease. In one instance in- 
creased infection appeared when a popular 
fungicide was substituted after two months 
of glyceryl triacetate treatment. Prompt im- 
provement was noted on return to the glyc- 
eryl triacetate routine. 

Twenty-five per cent glyceryl triacetate 
ointment was found to be more efficacious 
than the five per cent and equal to the 
fifty per cent. The addition of salicylic acid 
did not seem to enhance the action of the 
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glyceryl triacetate. No untoward reactions 
to the various preparations of glyceryl tri- 
acetate were observed. 


Summary 


Glyceryl triacetate (triacetin) in an oint- 
ment and in an alcoholic solution was used 
in the treatment of 80 patients with various 
types of fungus and yeast infections with- 
out causing any untoward reactions. 

Infections due to T, mentagrophytes, M. 
lanosum, E. floccosum, M. furfur, and 


‘Nocardia tenuis responded well to treatment. 


T. purpureum infections in several in- 
stances, except for the nails, cleared at 
the end of four months of therapy. 

Superficial infections of C. albicans and 
cutaneous infections of B. dermatitidis did 
not respond to glyceryl triacetate application. 

Nineteen cases of M. audouini infection 
of the scalp were treated, and in nine cure 
was obtained. The rest of the group showed 
improvement and no spread of infection. 
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Introduction 


Minor surgical procedures are occasion- 
ally necessary for patients who have either 
a known sensitivity to procaine or who ob- 
tain little or no anesthesia from it. It was 
felt that a substitute drug of a different 
chemical structure would be of definite value. 
One of the physiologic properties of the 
antihistamines is that of local anesthesia.? 
It was therefore decided to proceed with 
a clinical investigation of one of them, 
diphenhydramine hydrochloride (Benadryl) 
as a local anesthetic. 


Review of the Literature 


Rosenthal and Minard? noticed in 1939 
that thymoxyethyldiethylamine produced 
local anesthesia to the same extent as but 
of longer duration than 1% procaine ( Novo- 
caine) when injected intracutaneously or 
applied locally to the denuded skin in 0.5% 
concentration. Burchell and Varco* noted 
that blebs produced in the human skin by 
the intracutaneous injection of either thy- 
moxyethyldiethylamine or N’ethyl-N’-di- 
ethylaminoethylaniline were anesthetic only 
over the raised portion of the epidermis. No 
anesthesia was produced in the regions 
where the drug was given subcutaneously. 
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They observed, however, some general 
lowering of the pain threshold in dogs when 
large doses of thymoxyethyldiethylamine 


were injected subcutaneously. 


Dews and Graham* compared the 
anesthetic action of pyrilamine maleate 
(Neo-Antergan) and procaine, using the 
guinea pig intracutaneous test. Solutions of 
pyrilamine maleate of strengths 0.06, 0.12, 
and 0.5 gm/100 cc. were compared with 
solutions of procaine hydrochloride, of 
strengths 0.25, 0.5, and 1.0 gm/100 cc. 
They concluded that pyrilamine was 3.1 
times as effective an anesthetic as procaine. 
Leavitt and Code® tested the anesthetic 
action of diphenhydramine injected intra- 
cutaneously into the skin of humans. Pain 
thresholds were determined by means of an 
algesimeter to isotonic saline, diphenhydra- 


‘mine and procaine. They found that the 


intracutaneous injection of saline did not 
appreciably alter the pain threshold of any 
of the patients studied. They concluded 
that diphenhydramine was from 3 to 7 
times as effective a local anesthetic agent as 
procaine. 

Landau, Nelson, and Gay! compared the 
anesthetic action of dimenhydrinate (Dram- 
mine) (Antistine), diphenhydramine, pro- 
methazine hydrochloride (Phenergan) and 
tripelannamine (Pyribanzamine to that of 
procaine in the guinea pig and the human 
skin. They found that all drugs had an 
anesthetic effect which was from 2.5 to 
5 times that of an equal concentration of 
procaine. Maricq-Rand® compared pro- 
methazine (Phenergan—10-[2-diethylam- 
l-propy] phenothiazine (parsidol), 10- 
[2-diethyl aminothyl] phenothiazine (Di- 
parcol), and (10-[2-dimethylaminoethy]] 
phenothiazine (3015 R. P. to procaine by 
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animal prick test. He found that all were 
superior to procaine. 


There are a few clinical reports on the 
effectiveness of the antihistamines as local 
anesthetic agents. Mosely‘ applied a 1% 
solution of tripelennamine to the oral and 
gastric mucosa prior to gastroscopy. Ap- 
proximately 20 cc. of this solution was used 
as a gargle in 30 cases. The anesthetic effect 
lasted a sufficient length of time in all in- 
stances to permit gastroscopy. He also re- 
ported beneficial results in two cases of ex- 
treme discomfort due to apthous stomatitis 
and in two instances of acute sore throat 
due to tonsillitis: Reynolds, Kahn, and 
Levy ® found that tripelennamine, pyrila- 
mine, and diphenhydramine were satisfac- 
tory local anesthetic agents for gastroscopy. 
According to Code, Keating, and Leavitt,® 
clinical investigators in France have ob- 
served on a number of occasions that the 
administration of antihistaminic compounds 
produces a reduction of pain in herpes 
zoster and in certain causalgias. 


Fitzpatrick, Orr, and Stubbart ' investi- 
gated tripelennamine as a local anesthetic 
for urethral manipulation, installing a 2% 
solution of the drug locally. All the pa- 
tients obtained anesthesia, and 82% stated 
that the anesthesia was better than that ob- 
tained with 4% piperocaine. The authors 
recommended the use of the antihistamines 
in patients who have developed an idio- 
syncrasy to the usual agents. 


Stubbart 1! recently reviewed the clinical 
uses of the antihistamines as local anesthetic 
agents. He stated that relief from the pain 
associated with eczema, pruritus ani, and 
other dermatoses may be obtained with the 
application of the antihistamines locally in a 
water-soluble base. The pain experienced 
after dental extractions could be alleviated 
by placing a small amount of the drug in 
the cavity. Anesthesia of the cornea could 
be achieved with a 0.5% or 1% solution by 
applying 3 drops at three-minute intervals. 
In Otitis externa sufficient anesthesia could 
be achieved in 15 minutes in most cases to 
permit cleansing and examination after 


filling the external auditory canal with a 
1%-2% solution. The prolonged use of the 
transnasal catheter could be greatly relieved 
by regular application of a 0.5%, 1% or 
2% solution with an atomizer, and gargling 
with 10 cc. of a 2% solution relieved the 
pain of a sore throat. Finally; he made the 
statement that sterile 0.5% to 1% solutions 
provide adequate anesthesia when injected in 
a routine infiltration technique to permit 
minor surgery. He noted no undesirable 
side-effects. 


Stephen and associates’* used 1% 
tripelennamine for nerve blocks and for 
spinal analgesia. They found that more pro- 
found effects were obtained for somewhat 
longer periods with tripelennamine than 
with procaine. They hesitated to endorse 
the unlimited clinical application tripelenna- 
mine because of possible side-reactions. 
Betcher and Tang ?* found tripelennamine 
more potent and relatively less toxic than 
1% procaine as a local anesthetic for sur- 
gical procedures. 


There have been reported side-effects and 
possible dangers to the injection of the 
antihistamines. Leavitt and Code® stated 
that diphenhydramine possessed definite: ir- 
ritant- properties when injected intracuta- 
neously in concentrations greater than 1:500 
2 mg/cc.). These consisted of marked 
burning pain, diffuse local edema with pro- 
nounced redness, and, in some cases, slough- 
ing and ulceration at the site of injection. 
They concluded that because of these irri- 
tant effects, it was unlikely that diphenhy- 
dramine would have practical value as a 
local anesthetic agent. 


Method 


A double blind control method of evaluation 
was used. Neither the patient nor the surgeon 
knew the identity of the anesthetic used. Two 
concentrations of diphenhydramine—0.5% and 1% 
and 2% procaine were made available in identical 
multidose bottles. These were labeled only A, B, 
and C. The surgeon was handed an unlabeled, 
filled syringe, and the operation was performed 
in the usual manner. After each surgical pro- 
cedure, the type of procedure, the bottle label, and 


77 





Anesthetic Agent 


CHARLES G6. STEFFEN, M.D., Covina, Calif. 
MURRAY ZIMMERMAN, M.D. 
and 


RICHARD MIHAN, M.D., Los Angeles 





Introduction 


Minor surgical procedures are occasion- 
ally necessary for patients who have either 
a known sensitivity to procaine or who ob- 
tain little or no anesthesia from it. It was 
felt that a substitute drug of a different 
chemical structure would be of definite value. 
One of the physiologic properties of the 
antihistamines is that of local anesthesia.? 
It was therefore decided to proceed with 
a clinical investigation of one of them, 
diphenhydramine hydrochloride (Benadryl) 
as a local anesthetic. 


Review of the Literature 


Rosenthal and Minard? noticed in 1939 
that thymoxyethyldiethylamine produced 
local anesthesia to the same extent as but 
of longer duration than 1% procaine (Novo- 
caine) when injected intracutaneously or 
applied locally to the denuded skin in 0.5% 
concentration. Burchell and Varco* noted 
that blebs produced in the human skin by 
the intracutaneous injection of either thy- 
moxyethyldiethylamine or N’ethyl-N’-di- 
ethylaminoethylaniline were anesthetic only 
over the raised portion of the epidermis. No 
anesthesia was produced in the regions 
where the drug was given subcutaneously. 


Submitted for publication Sept. 10, 1955. 

From the Department of Dermatology, Univer- 
sity of Southern California, Maximilian E. Ober- 
mayer, Director; and the Section of Dermatology, 
Los Angeles County General Hospital, Maximilian 
E. Obermayer and Maxwell J. Wolff, Co-chair- 
men. 


76 








Diphenhydramine Hydrochloride asa ohocall 


They observed, however, some _ general 
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5 times that of an equal concentration of 
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A. M. A. ARCHIVES OF DERMATOLOGY 


the amount of the drug used was noted by an They consisted primarily of excisions of benign 
independant observer. The surgeon noted whether and malignant tumors of the skin, electrodesicca- 
the drug produced satisfactory anesthesia. tions, and excision biopsies. No punch _ biopsies 

The surgical procedures were those commonly were included because of the small amount of pain 
performed in an out-patient dermatology clinic. usually associated with this procedure. 





TaBLE 1.—Results Using 0.5% Diphenhydramine as a Local Anesthetic 










































Case Anatomica 

No. Procedure Site Results 
1 Electrodesiccation senile keratosis... .. --..-.-2-- ee eee eee nce cence sconce Face.....-_. isfacto: 
© Maclin Bama es co a eee Hand.....___ Roney meng ld 
3 Wiectrodesiovntion senile keratosis: --..... . 5. oo. co co ce Nose._..-.-..-2-. Unsatisfactory 
4 Electrodesiccation carcinoma._.....____-- Sp PAA cog psd eee enna Min eas CBN YIN ‘ace......._.._... Unsatisfactory 
5 Excision biopsy unknown lesion... ...-.__.--....------- 2-22 ee ee ence cee ee Temple._._-.....- atisfactory 
6 Electrodesiccation carcinomas... .. BROODS Sh TYP Be SAYS estgse Seameha tiigs Mie Des Ree Ran SNC UE gs Hands_......... Satisfactory 
7 ‘Meetlon tntradetina) nevus. es Face__............ Unsatisfactory 
8 erg eee ng ay OEE REGEN GU es OC MORASS Ey I ah, pry RNs AU NAO eS NOP Hand_......._.-.. Satisfactory 
eee Seah vert pal EASE eis al hie ae epee Ge oN Onry es ba Nye Np eye ten ctE Later Hand...__.......Satisfactory 
10: IRCRROMEILION HOUR IONNE on ooo nig ne phn. c Swan opnnig senesced paccaedunuaaeaasedee Hand.............Satisfactory 

TaBLE 2.—Resulis Using 1% Diphenhydramin. as a Local Anesthetic 

Case Aaato’ 

No Procedure a Results 
1 Electrodesiccation maile eget EO ag OPE MEE OE PEs EE IIE hs AE SEG Ae I OP OE ER Back_...... 
2 Excision seb OL NEE ESTER RCE SRS UR ARTI SEE SPS SORTA aeRO i LD pone Arm... 2.5. 
3 Electrodesiccation Po Soe WONG sae eat og eee pone cc ee se Hand_....-.___ 
A apie OM ace agua ope Macs le Hand......... 
5 Excision chondrodermatitis nodularis chronica helicis._..........-.-...-..2- 2222222. le Ear...... x 
Oh SFENSCEROCIORIOIRUACNES COTES i ee ase Hand......._- 
1; SebpDlPOnMGN OMEN POCORN 5a i ce sae ec ucuincasseee Lip. SORA E 
8 Electrodesiccation and curettement carcinoma. oar Sant 
9 Electrodesiccation and curettement keratosis-.. 


10 Excision condyloma acuminatum. 

ll a —_ coretttetienk ‘carcinoma, 
12 — ON ara. pc cuawanesiony vere 
13 Risetrodastecation al curettement keratosis. 
34 TO OP os i ie 
15 Excision carcinoma 
1 SON Ts acon is Sesh cea Leen egnkw 
17 Rischvadedieonion SSSR ER Sse aay Em aeRtae aRA 

18 Electrodesiccation and curettement keratosis_._-_...........- 

19 Electrodesiccation hemangioms.. Li dccn dh pAnehiwenes > -aavokewaesdoues cues 

90 Semen CUNO re ee ae ee eas 





TABLE 3.—Resulis Using 2% Procaine as a Local Anesthetic 








Anatomical 
Site 








Evvision CAPOINOMIA 8s nan oe nee ee ce tiene 
Bisctrodecieention on and curettement carcinoma......_.-- ~~... eee eee nee _-Lip.... 


3 

4 

5 Electrodesiccation and curettement carcinoma.....-_._------ 222222222 -Chest 
$ MRR SUIONNOS DING i esese asi = pupae > keke Nowe Ser w Haas wienthebrnwecdcel sbeGccaeeieue ease 

8 
9 











SUSRENI MONI cing lo hen agen dns Sa nanbaa wp piace ein hp ady aenueke, Jc eels ous 





SA Fe, CUI oii bs hae ee seers ce sawen se sh an ieetnces sn pecesiewel oowuyae dye 
15 Excision biopsy unknown lesion......_......-...--..------2-22-222222 202222 
16 Electrodesiccation and curettement carcinoma.............-.-.-.-2 22222 
ee ee EERIE FEN Sapte ce oie area ep eam ay Sel Sanne ne a Arm 

18 Electrodesiccation and curettement carcinoma.....-..._..-........... 22122000 7777777 77 fan 7227 
19 Electrodesiccation carcinoma... _........---.-------.---22 222-222 socc tell Face......-..--- 
S): Wiloctdomenwwontion meratoets. co cose as see aa a a 





Results factory in 17 of 20 surgical procedures. In 
Case 5, Table 3, procaine was considered an 
and 3. Diphenhydramine in concentration of | unsatisfactory anesthetic for the electro- 
0.5% was a satisfactory anesthetic in 6 of desiccation and curettement of a squamous- 
10 cases. Two per cent procaine was satis- cell carcinoma of the right side of the chest. 


The results are tabulated in Tables 1, 2, 
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One per cent diphenhydramine was _ sub- 
stituted for a similar lesion of the opposite 
side of the chest, with satisfactory results. 
One per cent diphenhydramine was a satis- 
factory anesthetic agent in 18 of 20 surgical 
procedures of the skin. The amount of each 
drug used was comparable and varied from 
0.5 to 5 cc. There were no local or gen- 
eralized reactions noted in the series. 


Summary and Conclusions 


Clinical trial of diphenhydramine as a loeal 
anesthetic for minor surgical procedures of 
the skin in a small series of cases showed 
that a 1% solution of diphenhydramine was 
at least as satisfactory as 2% procaine. 
Diphenhydramine in a concentration of 
0.5%, however, was not as satisfactory and 
was abandoned after 10 cases. A 1% solu- 
tion of diphenhydramine would seem to be 
a satisfactory substitute for 2% procaine 
in patients who are allergic to procaine or 
who obtain little or no anesthesia from pro- 


caine. 
248 West Badillo St., Covina, Calif. (Dr. Stef- 
fen). 
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Although mycetoma is a rare disease in 
the United States, it is important that it 
be considered clinically in every infection 
which is characterized by the development 
of tumefactions and sinuses. The disease 
progresses slowly and, at first, undergoes 
periods of remissions and relapses. After a 
period of months or even years, the classical 
picture of swellings and deformity will de- 
velop as the infection extends deeper into 
the muscles and bones. Granules which ap- 
pear in the pus must receive careful my- 
cological study in order that-a therapeutic 
attack may be planned. 

So far as we have been able to determine, 
no case of mycetoma originating in Califor- 
nia due to a fungus resembling Nocardia 
madurae has previously been reported. 


Report of a Case 


A 36-year-old white American woman suffered 
a severe contusion of the right great toe when a 
heavy piece of steel dropped on her foot while 
she was working in a northern California ship- 
yard on Sept. 19, 1944. There was no x-ray evi- 
dence of fracture, and symptomatic therapy with 
hot, wet packs was instituted. She was absent 
from work only two days. One month later pus 
began draining frora the to:, and an operative 
procedure was done in which the injured area was 
said to have been “scraped.” She had difficulty 


in walking following this because of pain and the 
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development of multiple draining sinuses on the 
great toe. About a year later a second similar 
operative procedure was done. Following this 
she had no further trouble for five years except 


’ for occasional drainage of pus from the toe. In 


1950 the great toe began swelling and occasional 
drainage from small sinuses occurred. During the 
course of the subsequent four years the draining 
sinuses and swelling spread to the dorsum of the 
foot. She suffered considerable pain when at rest 
but relatively: little discomfort while walking. 
During the course of the 10-year period from the 
time of her original injury to the present she had 
seen numerous physicians, and various diagnoses, 
including those of osteomyelitis and‘ a: circulatory 
disturbance of the peripheral vascular system, were 
made. Therapy with antibiotics, oral cortisone, in- 
jection of hydrocortisone locally, and peripheral 
vasodilators was completely ineffective in altering 
the course of the disease. 


At the time of our examination in May of 1954, 
there was firm swelling of the dorsum of the right 
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Figure 2 





foot and the great toe. (Figs. 1 and 2). Within 
this nonerythematous and only slightly tender area 
there were localized palpable masses of hard tis- 
sue presenting small protuberances at their centers. 
At the sammit of these protuberances were small 
punctate crusts (the sites of past draining sin- 
uses); small translucent hemorrhagic puncta (the 
sites of future draining sinj1ses), and small central 
draining sinuses from which serosanguinous and 
occasionally purulent fluids could be expressed. 
The dorsalis pedis and posterior tibial pulses were 
equal iblaterally. There was no lymphadenopathy. 

The general physical examination was entirely 
normal with the exception of myomata uteri, 
cystocele, and rectocele. Urine and blood exam- 
inations were within normal limits. Serological 





Fig. 3—Low-power view 


of focus in which polymor- 
phonuclear leucocytes pre- 
dominate. 


tests for syphilis were negative. ‘ 

Roentgenological examination of the right foot 
revealed a partially destructive and reactive pro- 
cess involving the distal phalanx of the great toe 
along the lateral aspect from its tip to the inter- 
phalangeal joint surface. The roentgenological 
diagnosis was as follows: “Granulomatous pro- 
cess, or similar entity, involving the distal pha- 
lanx of the great toe.” 

An excisional biopsy of one of the protuber- 
ances that appeared about ready to break open 
and drain revealed on hematoxylin-eosin stain 
vascularity of the entire cutis, throughout whose 
entire depth were scattered inflammatory foci, 
some of which consisted almost entirely of lym- 
phocytes, and others predominantely of polymor- 
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Fig. 4.—High-power view 
of portion of Figure 3. 





phonuclear leucocytes but with the admixture of 
connective tissue proliferation and some chronic 
inflammatory cells, including plasma cells and 
lymphocytes., (Figs. 3, 4, 5, and 6). Still other 
foci consisted of granulomatous tissue closely sim- 
ulating granuloma pyogenicum with its vascular 
connective tisstie and inflammatory cell components. 
These foci were separated by connective tissue 
septa containing a variety of inflammatory cells. 
Hotchkiss-McManus stain revealed no fungi. His- 
topathological study of another specimen from one 
of the draining sinuses revealed ulceration of the 
epidermis. Below this was a small abscess with 
central collections of mononuclear cells, polymor- 
phonuclear eosinophile, and plasma cells. There 
was a moderate proliferation of granulation tissue 
about the periphery. The appearance of this lesion 
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Fig. 5.—Low-power view 
of focus in which lympho- 
cytes predominate. 


was consistent with that of nocardiosis although 
special stains did not reveal Nocardia granules. 
Examination of the serosanguinous fluid ex- 
pressed from the sinuses revealed white granules 
1 mm. in diameter. The patient stated that she 
had often seen these but thought that they repre- 
sented fragments of bone. Bacteriological studies 
of aspirated pus showed no growth of bacteria. 
Gram stain showed the granule to consist of a 
compact tangled mass of Gram-positive, delicate, 
branching hyphae, lu in diameter. The ends of 
the filaments were not club-shaped. Acid-fastness 
was not demonstrated. From granules placed on 
Sabouraud’s agar, blood agar, and meat-infusion 
agar, there was slow growth of glabrous, ‘irregu- 
larly folded, réeddish-orange colonies, covered by a 
secant white nap of aerial hyphae. Transfers from 
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Fig. 6—High-power view 
of portion of Figure 5. 


the primary isolation to Sabouraud’s agar grew 
more rapidly, producing a waxy, heaped, slightly 
folded colony, brick red in the center and light 
pink at the periphery. Occasionally orange-colored 
sectors could be seen. During the first week or 
two of growth the colony was often orange in 
color. Aerial mycelium was lacking in all sub- 
cultures. There was no soluble pigment on any 
medium, nor was any odor produced. 


The colony was composed of delicate, branching 
hyphae, ly or less in diameter. The mycelium of 
the primary isolation did fragment readily into 
short segments and bacillary forms. The mycelium 
of all subcultures did not fragment readily but 
retained a filamentous structure in colonies several 
months old. No conidia were seen, but there were 
a few chlamydospores in old colonies. Acid-fast- 
ness could not be demonstrated. On Czapek’s agar 
the colony appeared flat, waxy, and cinnamon-pink 
in color. There were no aerial hyphae. Gelatin 
was ‘liquefied and milk was peptonized. Intra- 
peritoneal injection of mycelium from the first 
isolated colony which was suspended in 5% hog 
gastric mucin was lethal to three young white 
mice. Subsequent mouse studies using subcultures 
have not produced death, but nodules were present 
on the liver, spleen, and mesentery, and.there were 
adhesions around the liver, stomach, and spleen. 
Although the characteristics have been variable, 
it appears that this organism may be classified as 
N. madurae. 


It was necessary to use granules as the inoculum 
for the isolation of the fungus. There was never 
any growth from the serosanguinous or purulent 
fluids which drained fromthe sinuses, although 
dozens of .cultures were made. The fungus was 
slow in its initial growth, taking up to 10 days 
before growth was detectable. However, isolation 
was carried out on the usual bacteriological media, 





blood agar and meat-infusion agar, as easily as on 
Sabouraud’s agar. The presence or absence of 
penicillin, streptomycin, and chloramphenicol in 
these media did not influence growth of the fun- 
gus. 

Using a sulfonamide-inhibitor free medium (SR 
Medium Base, Experimental, Difco), tests showed 
that this organism was sensitive to 10 y sulfa- 
thiazole, 10 y sulfadiazine, 100 y sulfamerazine, 
100 y sulfamethazine, 10 y sulfoxone diasone so- 
dium, 10 y thiazosulfone (Promizole), 1000 y glu- 
cosulfone sodium (Promin), 1000 y diaminodi- 
phenyl sulfone, 1000 y tibione, and 100 y ison- 
iazid per milliliter of medium. This stain was 
sensitive to tetracycline at 10 y per milliliter of 
medium, and growth was moderately restricted 
by streptomycin and neomycin at the same con- 
centrations. It was resistant to penicillin, chlor- 
amphenicol, polymyxin, and erythromycin. The 
organisms isolated 4 months, 10 months, and 11 
months after the institution of sulfonamide therapy 
showed the same degree of sensitivity. 


Therapy was started on July 16, 1954, with a 
compound containing 167 mg. each of sulfadiazine, 
sulfamerazine, and sulfamethazine per tablet, 2 
tablets four times daily. In 10 days the pain in 
her foot diminished, and there was much less edema 
and induration. After two weeks’ therapy with the 
sulfonamide compound, tetracycline, 250 mg. q.i.d., 
was added to therapeutic regimen. After one 
week the foot was nontender, the swelling had 
diminished, and there was no drainage. For the 
next three weeks the patient was without therapy. 
At the end of that time she again had pain, but 
there were no draining sinuses. Sulfonamide the- 
rapy was resumed in the dosage of 2 tablets four 
times daily. On Sept. 28, she was better, with 
no draining sinuses, no pain, and no visible in- 
flammatory reaction. Sulfonamide therapy was 


83 











continued in the same dosage. On Nov. 29, there 
was less swelling. Four protuberances were opened 
with a scapel, and in each a 2 mm. white granule 
was removed. These were located just under the 
surface, and no others could be found following 
application of pressure. After this procedure there 
was rather profuse bleeding, which had not been 
previously observed. After six months of sulfona- 
mide therapy the patient was free from pain and 
the swelling was considerably reduced. The sinuses 
appeared to have healed, but a few areas of in- 
duration still persisted. 

When the patient was seen again in May, 1955, 
she had discontinued medication for three months. 
Swelling had disappeared from the foot except for 
the great toe. There were palpable hard nodules 
over the dorsum of the foot distally and over the 
great toe, but there was no tenderness. Numerous 
small bluish-gray points remained at the sites of 
previous draining sinuses. Several erythematous 
protuberances on the swollen great toe when in- 
cised revealed granules. Roentgenograms showed 
no change from the appearance of the lesion one 
year earlier. The patient was started on isoniazid 
100y t.i.d., June 17, 1955. 


Comment 


Infection by madurae is rare. This organ- 
ism has been isolated only from cases of 
mycetoma. The few reported cases have 
shown a world-wide distribution, with the 
‘najority being found in tropical and sub- 
tropical countries. This fungus is probably 
a normal ‘saprophytic organism of the soil 
similar to N. asteroides, which has been 
isolated from such sources on several oc- 
casions. Although there are several species 
of Nocardia known to produce mycetoma 
only N. asteroides will also produce systemic 
disease. 

Eight cases of mycetoma have been re- 
ported from California. Those reported by 
Wood and Gottlieb were of the maduromy- 
cotic type with black granules consisting 
of large hyphae and chlamydospores. * The 
granules from the case reported by Clough * 
were of the actinomycotic type. Unfortu- 
nately, the fungi responsible for these in- 
fections were not isolated. The four cases 
of Lovejoy and Hammack® produced 
actinomycotic type granules. The fungus 
isolated from one of these cases was iden- 


* References 2 and 3. 
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tified as Nocardia mexicanus (N. brasilien- 
sis). N. asteroides was isolated from a 
mycetoma seen by Dr. Charles Blumen- 
field. 

The incidence of Nocardia species pro- 
ducing mycetoma is less than that of higher 
fungi. Nevertheless, the clinical picture of 
chronic, slowly progressive infection of the 
skin and subcutaneous tissue with eventual 
bone destruction is the same regardless of 
etiology. The ability of unrelated fungi to 
produce a clinically and pathologically iden- 


tical picture in man is unique. When my- 


cetoma is produced by higher: fungi, the 
disease is generally called maduromycosis. 
No spontaneous infections in animals have 
been reported, and there have been no 
successful experimental mycetoma produced 
in laboratory animals. N. asteroides is 
pathogenic for laboratory animals if large 
inocula are given. The effect seems to be a 
toxic one, and chronic, progressive disease 
is rarely produced.! The organism recovered 
from the patient in this report apparently 
has some pathogenicity for mice, although 
no evidence of infection could be found in 
guinea pigs. : 

The early growth characteristics of the 
fungus reported in this paper resembled 
N- asteroides because the yellow, irregularly 
folded colony with a short, white nap of 
aerial hyphae looked like the colonies of 
many stock strains of N. asteroides. Fur- 
thermore, fragmentation of the hyphae and 
death of mice inoculated with the fungus 
are also characteristics used to identify N. 
asteroides. However, all subcultures, in- 
cluding those from the lesions of the mice, 
produced heaped, pink, to red-colored col- 
onies having the characteristics of N. 
madurae. Subsequently, this fungus was no 
longer lethal for mice. Fragmentation of 
the hyphae rarely occurs, and the biochemical 
characteristics appear to be those of N. 
madurae. Occasionally an orange-colored 
sector can be seen in a colony during its 
early growth. 


+ Blumenfield, C. M.: Personal communication to 
the authors, January, 1955. 
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The production of ochroid pigment in 
young colonies of N. madurae was reported 
by Green and associates.? Catenai reported 
that strains of N. madurae, isolated in 
Algeria and kept on agar for years under- 
went fixed morphological and physiological 
changes to produce rapidly growing colonies 
which did not look like the parent strains 
and which killed guinea pigs after sub- 
cutaneous and intraperitoneal inoculations.” 
Apparently N. madurae has biological char- 
acteristics which are variable and need addi- 
tional study. 

Because various sulfonamide drugs and 
antibiotics have been effective in the treat- 
ment of Nocardia infections whereas no 
specific therapy is available for the mycetoma 
due to higher fungi, the identification of the 
fungus may reveal the prognosis. Cure of 
Nocardia infections is possible if sulfona- 
mide and antibiotic therapy is begun prior 
to extensive bone’ and tissue damage. In 
the case of maduromycosis, spontaneous cure 
is rare. The disease progresses, and the 
patient ‘eventually dies of secondary  in- 
fection if the process is not eradicated by 
excision or amputation. The use of in vitro 
sensitivity tests to determine the most ef- 
fective drug can be of great help. 


Summary 
A fungus resembling Nocardia madurae 
was isolated from a mycetoma of the right 
foot of a patient residing in northern Cali- 
fornia. Infection had heen present for 10 


years prior to diagnosis and isolation of the 
fungus. Although the fungus can be iso- 
lated one year after the institution of sul- 
fonamide therapy, there has been consider- 
able improvement in the clinical findings.* 
Had the patient been more cooperative in 
maintaining her treatment, her cure might 
have been obtained. The importance of find- 
ing granules in the exudate and using them 
for inoculating culture media is stressed both 
for preliminary diagnosis and identification 
of the infecting fungus. 


* A letter from the patient dated May 11, 1956, 
stated that her foot was “O.K.” and that she 
worked as a waitress eight hours a day without 
its swelling. 
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This paper presents an evaluation of the 
practical importance of touch smears made 
from specimens taken for biopsy of the 
skin in cases of suspected cutaneous lym- 
phoblastoma. Wilson? reported the value of 
cutaneous smears as a diagnostic aid in cer- 
tain malignant lesions of the skin in a series 
of cases studied at the Mayo Clinic and 
in an additional group of his own observed 
later. A brief review of the literature was 
given in his paper. The aspiration technique 
described by Swiller and associates? was 
not employed. 


Material and Methods 

Studies were made of a series of 19 patients 
who had lymphoblastoma seen at the Mayo Clinic 
between the summer of 1953 and the summer of 
1955. Biopsy was performed and ‘touch smears 
were made in all instances and also in a. control 
series of 59 patients who had benign dermatoses of 
different types. All these patients were observed 
subsequent to those reported on by Wilson and 
to the two patients with reticulum cell sarcoma 
reported on by Feldaker and co-workers.’. Suffi- 
cient time has not elapsed to permit study of the 
subsequent course in an individual patient, and 
for this reason the diagnoses, to a certain extent, 
may be regarded as tentative. 

“The technique used was the one advocated by 

Wilson. The specimen of skin removed during 
punch biopsy immediately was cut in two with a 
clean scalpel in a plane perpendicular to the cuta- 
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neous surface. The cut surface was then pressed 
lightly on a glass slide, making an imprint; a 
smear was then made. Three imprints and three 
smears usually were made on the same slide, and 
three to five slides were made from each biopsy 


.specimen. The slides were dried in air and then | 


stained with Wright’s stain, which was carried 
out as a routine procedure in the hematology lab- 
oratory. In his studies, Wilson stained. the smears 
immediately ; thus, in the case of a negative touch 
smear, he could make recuts and new smears from 
the tissue. In our studies, we were limited to a 
single set of preparations, which were examined 
later. Naturally, this would tend to decrease the 
number of “positive” smears but would, on the 
other hand, be closer to practical conditions in 
daily office practice. , 


The first examination of the touch and imprint 
smears was done without clinical or histologic 
information. They were all sent to the hema- 
tology laboratory with the request to rule out 
lymphoblastoma. The smears and imprints were 
interpreted by one of us (Pease), whereas the 
histopathologic findings were interpreted by an- 
other (Montgomery). All of the patients had 
complete general examinations and, with four ex- 
ceptions, hemocytologic studies of the peripheral 
blood. The clinical, hematologic, and pathologic 
observations, together with any additional data, 
were then correlated and a final diagnosis was 
made at the time of dismissal. 


Results 


Comparative data in these 19 cases are 
listed in the accompanying Table. Touch 
smears and imprints made during cutaneous 
biopsy revealed evidence of a neoplastic 
process in 7 of these 19 cases of lympho- 
blastoma (Cases 1 through 7 in the Table). 
The histopathologic and cytologic findings in 
some of these seven cases are illustrated in 
Figures 1 and 2. Smears of the peripheral 
blood disclosed immature cells in only two 
of these seven cases; one was a case of 
lymphatic leukemia and one was an. in- 
stance of leukemic reticuloendotheliosis. In 
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8 of the 19 cases (Cases 8 through 15), 
touch smears were indicative of lympho- 
blastoma in that varying numbers of im- 
mature cells were seen, but the changes 
were not sufficient to allow a diagnosis as 
to the type of lymphoblastoma. In the re- 
maining four cases, touch smears did not 
reveal any immature or neoplastic cells; all 
four of these cases were classified as mycosis 
fungoides. It is significant, however, that 
immature mononuclear cells were present in 
the touch smears in 7 of the 11 cases of 
mycosis fungoides and that evidence of a 
neoplastic process was noted in 2. The con- 
dition was in the tumor stage in these 
latter two cases. In one case of mycosis 
fungoides with poikiloderma-like changes 
(Case 8), a leukemoid reaction was noted 
in smears of the peripheral blood. These 
observations would support the concept of 
a close relationship of mycosis fungoides 
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to the other types of lymphoblastoma. 
Subsequent review of the touch smears 
did not alter the initial interpretation of 
malignant ceils in Cases 2 and 4 except to 
define further these cells on touch smear 
as being suggestive of Reed-Sternberg cells ;_ 
review of the material in Case 6 resulted 
in the opinion that the cells were strongly 
suggestive of reticulum-cell sarcoma. The 
term “malignant cell” as used in this study 
applies to cells that are extremely immature 
or comparable to blast cells. “The term 
“mycosis fungoides” includes the various 
types of this disease that are seen clinically 
and that have fulfilled the generally. accepted 
histopathologic changes. We adhere to the 
point of view that mycosis fungoides is a 
form of lymphoblastoma. However, in view 
of Bluefarb’s* recent studies, we have in- 
dicated in the Table those cases in which the 
condition was in the tumor stage and, there- 





Fig. 1.—(a) Case 1. Reticulum cell sarcoma (smears of peripheral blood negative). Section 
reveals dense infiltrate; many of the cells are irregular in size, with hyperchromatic nuclei and 
nucleoli, and resemble ‘reticulum cells (hematoxylin and eosin; X 500). (b) Same case. Touch 
smear reveals large immature cells of reticulum type at 1, in contrast to a normal lymphocyte 


at 2 (Wright’s stain; X 1000). 


(c) Case 2. Mycosis fungoides (tumor stage—smears of 


peripheral blood negative). Touch smear reveals nest of immature mononuclear cells (Wright’s 


stain; X 500). 
Sternberg cells (Wright’s stain; X 1000). 
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(d and e) Same case. Large binucleated cells strongly suggestive of Reed- 





LYMPHOBLASTOMA—CUTANEOUS SMEARS 


Fig. 2—(a) Case 4. Mycosis fungoides (tumor stage). Section reveals ow of 
cellular types, pyknosis, and clumping of cells characteristic of mycosis fungoides (hema- 
toxylin and eosin; X 500). (b and c) Same case. Touch smear reveals binucleated cells and 
immature mononuclear cells (Wright’s stain; X 500). Note greater cytologic definition and 
detail in touch smears as compared with paraffin section of skin; all three photomicrographs 
are of the same magnification. (d) Case 6. Reticulum-cell sarcoma (smears of peripheral 
blood negative). Section shows irregularly shaped reticulum cells; note mitotic figure at 1 
(hematoxylin and eosin; X 500). (e) Same case. Section showing increase in reticulum fibers 
(reticulum stain; X 500). (f) Same case. Touch smear revealing large immature cells. Note 
reticulum cell at "1 and lymphocyte at 2. (g) Same case. Touch smear revealing mitotic figure 
in large immature cell (both, Wright’s stain; X 500). 


fore, might possibly be classified otherwise. fungoides occurred in the same patient. A 50-year- 

Case 7 is of particular interest as it parallels old woman noted onset of dermatitis of the neck 
roughly a case reported by Murphy and one of us_ two years before admission to the clinic. The 
(Montgomery)*® in which psoriasis and mycosis lesions gradually spread in the form of: plaques 
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and rapidly became generalized. A year after 
the onset, cutaneous biopsy resulted in a_histo- 
pathologic diagnosis of psoriasis, a diagnosis that 
was substantiated by study of tissue removed later 
at the clinic. 

When examined at the clinic, the patient had 
generalized erythroderma. Touch smears and im- 
prints from the cut surface of the specimen re- 
moved for biopsy revealed leukemic reticuloendo- 
theliosis. Study of smears of the peripheral blood 
resulted in the same diagnosis. Review of the sec- 
tions of the skin failed to reveal any immature 
cells, and further sectioning of the specimen still 
showed the histopathologic picture of psoriasis. 
The patient had a fairly good response to Goecker- 
man’s psoriatic regimen, with use of crude coal 
tar and ultraviolet light. After further observa- 
tion, a final diagnosis was entertained of monocy- 
tic leukemia of the Schilling type. 


In addition to the case just presented and 
a case of leukemoid reaction, there were 
positive diagnoses on the basis of study 
of smears of peripheral blood in only 2 other 
cases in the total of 15 in which such studies 
were made. These included a case of 
lymphatic leukemia and a second case of 
leukemic reticuloendotheliosis. Thus, it be- 
comes apparent that. touch and imprint 
smears from the cut surface of a piece of 
skin do not simply reveal immature cells 





Fig. 3.—(a) Dermatitis herpetiformis. 
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from the peripheral blood but rather present 
immature cells that are found in the infil- 
trate in the tissue. Our observations sup- 
port previous conclusions that much better 
definition and cytologic detail are possible 
by use of the touch smear or imprint tech- 
nique than can be seen in sections of skin 
that has been fixed in formalin and imbedded 
in paraffin. Whereas it is possible to make 
a probable histopathologic diagnosis of 
lymphoblastoma from cutaneous «sections, 
one often cannot be certain as to the type 
of lymphoblastema. It was more apparent 
in previous studies than in this series that 
touch smears often permitted classification 
of the type of lymphoblastoma. 


Controls—As noted previously, there 
were 59 cases of benign dermatoses of 
different types in which touch or imprint 
smears were made. Immature cells were not 
demonstrable in 41 of these 59 cases. 
Occasional immature cells were noted in 16 
of the cases. It was our impression that 
the number of cells was significantly less 
in these instances than in the cases of 
lymphoblastoma and also that the degree 
of immaturity of the cells usually was slight. 


Section reveals subepidermal tension bullae, with 


many eosinophills (hematoxylin and eosin; X 100). (b) Same case. Touch smear revealing 
solitary immature blast cell at 1 (Wrights stain; < 1000). (c) Touch smear. in a case of 


neurodermatitis (histopathologically dia 


as nonspecific dermatitis) revealing a nest of 
y. 


somewhat immature mononuclear cells (Wright’s stain; X 500 
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LYMPHOBLASTOMA—CUTANEOUS SMEARS 


A solitary blast cell was demonstrable in a 
touch smear in one case of dermatitis 
herpetiformis (Fig. 3, a and >). No other 
immature cells could be found on careful 
search of the remaining slides in this case. 
A large number of somewhat immature 
mononuclear cells were noted in one case 
of sarcoidosis. However, this finding is not 
too surprising when one considers that 
sarcoidosis calls forth epithelioid cells and a 
reticulum cell response. Therefore, it is 
evident that a diagnosis of lymphoblastoma 
should not be made merely on the presence 
of a few immature cells in a touch smear 
without other confirmatory findings (Fig. 
3, c). This is comparable to the presence 
of a few connective-tissue cells containing 
mitotic figures in various forms of benign 
dermal neoplasms. 


Summary and Conclusions 


Smears were made from specimens of 
skin removed for biopsy in 19 patients with 
lymphoblastoma seen at the Mayo Clinic. 
These cutaneous smears were of special 
value in confirming the diagnosis of cutan- 
eous lymphoblastoma and sometimes were 
of value in classification of the type of 
lymphoblastoma. The presence of cells of 
varying degrees of immaturity in the major- 
ity of cases of mycosis fungoides that were 
studied is additional evidence that this con- 
dition belongs in the group of lymphoblas- 
tomas. 


Study of a control series of cutaneous 
smears in 59 cases of benign dermatoses re- 
vealed a fair number of cases in which 


smears disclosed an occasional immature 
cell or, exceptionally, a relatively large num- 
ber of immature cells. These cells, how- 
ever, were not so numerous or so immature 
as those found in proved cases of lympho- 
blastoma. Thus, the occasional appearance 
of immature white blood cells in a cutaneous 
smear is not enough to warrant a positive 
diagnosis of lymphoblastoma. 


Cutaneous touch and imprint smears are 
readily made at the time the specimen is 
taken for biopsy, and these smears can be 
studied later after suitable staining. The 
smears are quickly and easily prepared. 
The hemocytologic interpretation, however, 
should be done by one who has had 
hematologic training. 
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CLINICAL EVALUATION OF TOPICAL FLUDROCORTISONE 
JOHN van de ERVE Jr., Charleston, S. C. 


A clinical study of 335 cases of dermatitis treated with hydrocortisone and fludrocortisone 
(9a-fluorohydrocortisone) applied topically in both lotion and ointment form ‘by the method of 
paired comparisons was begun Sept. 28, 1954, and is still being continued. Fludrocortisone was 
supplied for this study in strengths of 0.1% and 0.25% in lotion form in % oz. (15 cc.) plastic 
bottles and in strengths of 0.1%, 0.25%, and 0.5% in ointment form. Corresponding strengths 
of 1% and 2.5% hydrocortisone in identical vehicles were used for paired comparison with the 
fludrocortisone preparations. The vehicles were-also supplied in similar containers for placebo 
comparison. 


Method 


Patients with selected dermatoses in private office practice were given pairs of the corticoid 
preparations, the fludrocortisone being 1/10 as strong as the hydrocortisone. They were in- 
structed to apply the lotion or ointment thrice daily to the affected areas. In most cases simul- 
taneous contralateral applications were given; in others, alternation of the two preparations 


TaBLE 1.—Paired Comparisons (Simultaneous Applications) 























No. Fludrocortisone Both Preps. Equal} Hydrocortisone 
Cases Fludrocortisone Hydrocortisone Prep. More’Effective | in Effectiveness More Effective 
100 0.1% oint. 1% omt. 6 89 5 
10 0.1 oint. with | 1% oint. with 0 7 0 
Celigosies Caligesic* : 
100 0.1% lotion 1% lotion 10 79 li 
90 0.25% lotion 2.5% lotion 3 2 
0.25% oint. 2.5% oint. 0 35 0 




















* Caligesic Ointment (Sharp & Dohme), a calamine ointment containing benzocaine and hexylated metacreso! 
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each 12 to 24 hours. Some patients were given the vehicle bases also. In other cases the 
strength of the compared preparations varied by more than the 10% difference, in some cases 
being 50% variation in strength. Length of treatment averaged 14 to 21 days in the majority 
of cases. Particular care was used to avoid suggesting to the patient what the results should 
be, and he was asked merely to report on which preparation was liked best and which afforded 
the greater relief. 

Dermatoses included in the series were lichen simplex chronicus, atopic dermatitis, contact 
sensitization dermatitis, paronychiae, herpes simplex, balanitis, rosacea, intertrigo, psoriasis, 
stasis dermatitis and ulcer, chondrodermatitis nodularis helicans, pruritus ani and vulvae, 
seborrheic dermatitis, infectious eczematoid dermatitis, and x-ray reactions following treatment 
for carcinoma. 


Submitted for publication May 18, 1955. 

Fludrocortisone and Hydrocortisone supplied by courtesy of Dr. S. Clyde Strickland, Sharp 
& Dohme Medical Division, West Point, Pa. 

From Department Dermatology, Medical College of South Carolina, (Dr. van de Erve, 
Clinical Professor Dermatology). 
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TOPICAL FLUDROCORTISONE AND HYDROCORTISONE 


About half of the patients were given with the active preparations a third container with 
only the vehicle to alternate with the others. Of some 150 cases given the placebo vehicle, only 
5 felt that it was of equal or more value than the active preparations. When the preparations 
were used in paired comparison as instructed, almost all of the patients reported on their first 
return visit that the placebo preparation was of little value or definitely not as helpful as the 
drug-containing materials. 


COMMENT 


No cases of sensitization to the lotions or ointments were found in this series. In seven 
cases the patients complained of burning on application, especially in the case of the lotion 
form, but later, when the acuteness of the dermatitis had subsided, they were able to use the 
preparation without burning or stinging. Patch tests in these cases showed no reaction after 
48 hours. © < 

Relief of pruritus and improvement of dermatitis were practically the same in degree for 
all forms of fludrocortisone in 1/10 the concentration as compared with hydrocortisone. In a 
few cases the patients preferred one or the other, but averaging these cancelled the preference 
in regard to the series as a whole. When the strength of the hydrocortisone was doubled, it 
was definitely preferred by most of the patients. This was also true when the fludrocortisone 
was doubled in strength in relation to the basic strength of hydrocortisone. The extra degree 
of relief would not, in practice, justify the greater cost of the stronger preparation. 

In acute vesicular weeping dermatoses, tolerance of these preparations was markedly dimin- 
ished, and at times they even seemed to irritate or aggravate the acute dermatitis. Preliminary 
standard treatment of acute dermatitis by means of wet dressings and lotions or linaments re- 
duced the dermatitis to the dry erythematosquamous stage, and then the corticoid preparations 
were not only better tolerated but afforded most relief. 

Chronic dry scaling or lichenified dermatoses responded best of all to the topical corticoid 
therapy. 


TABLE 2.—Clinical Efficacy 


























No. Cases Preparations Used Good Results Fair Results Poor Results 
100 0.1% and 1% oints. 80 15 5 
10 ney and 1% oints. with 7 3 0 
aligesic 
100 0.1% and 1% lotions 85 9 6 
90 0.25% and 2.5% lotions 79 8 3 
35 0.25% and 2.5% oints. 30 3 2 
Totals 335 cases Avg. 85% 11% 5% 

















Lichen simplex chronicus responded best to the lotion form. Atopic dermatitis and contact 
sensitization dermatitis tolerated the lotion form best, particularly in the more acute stages. 
Pruritus ani et vulvae responded equally well to both lotion and ointment. Six cases of chon- 
drodermatitis nodularis helicis were treated, after local excision of the nodule, with the oint- 
ments containing added neomycin and bacitracin. No definite help was found from these 
applications in this condition. 

Twenty cases of carcinoma of the face and head were given the ointment forms to use 
during the period of x-ray reaction. The average dose of x-ray was 3000 r given at 100 KVP 
during a 21-day period. No change in the recovery period was noted in comparison with boric 
acid ointment and antiseptic powder dressings during the period. 

Infectious eczematoid dermatitis and various other dermatoses with either a primary or a 
secondary pyogenic component did not do well on topical therapy with either of the forms used. 
Preliminary clearing of the infection with progression to the dry erythematosquamous stages 
of inflammation led to effective response to therapy with both hydrocortisone and fludrocorti- 
sone. 
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SUMMARY 


In a clinical study of 335 cases of dermatitis it was found that 

1. Fludrocortisone in ointment and lotion forms proved equal in clinical efficacy to hydro- 
cortisone in 1/10 the concentration. 

2. Both preparations were most efficient in dry erythematous forms of dermatitis and much 
less so in wet dermatoses. 

3. No cases of contact sensitization were encountered. 


77 Rutledge Ave. 
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PROTECTION DURING HIGH-SPEED ABRASION OF NAILS 
LEON GOLDMAN, M.D. 


and 


ROBERT PRESTON, M.D., Cincinnati 


In 1947 we reported’ on a grinding box to protect the operator in high-speed abrasion of the 
nails. We felt then and still feel that such a box is necessary for the protection of the operator 
and also of the patient from the dust of these abraded nails. Frequently, this dust may contain 
bacterial and fungous elements, and distribution patterns of dust dispersion after high-speed 
abrasion are very extensive. 





Showing plastic box for protection of operator and patient during high-speed abrasion of 
fingernails and toenails. 


Continued experience with the plastic box developed in 1947 revealed that it was cumber- 
some, that it would not lend itself to easy access to toenails, and did not allow for the collection 
of material for cultures. The proposed wide-mouth test tube held at an angle to the grinding 
burr was easy to use; it did offer material for culture, but provided only partial protection 
against nail dust for the operator and also for the patient. 

With the help of W. W. Lyon, of the Laboratory of Bio-Physics of the University of Cin- 
cinnati, a different type of protection box was devised. This is of lucite, is portable, and can 
be placed on a towel on a table; the hand or foot can be inserted easily in this box. Towels 
placed over each of the openings in this plastic box confine all dust to the box. The box pro- 
vides enough space for the use of a test tube to hold material for culture. This plastic box can 
be wiped off after each procedure or even cleaned gently with alcohol. 

The box also may be placed on a portable table arrangement and provided with an adequate 
suction exhaust built into the table. 


Submitted for publication Aug. 9, 1955. 
From The Department of Dermatology, College of Medicine, Uriiversity of Cincinnati. 
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ACNE SURGERY INSTRUMENT 
JONAS E. SCHREIDER, M.D., Walnut Creek, Calif. 


Many dermatologists recognize that the expression of comedones and the incision and ex- 
pression of small milia and pustules are a distinct adjunct to the treatment of acne. One of the 


usual methods for accomplishing this is to incise the lesion, if incision is necessary, with a. 


scalpel or a small knife, such as a Graefe cataract knife, and then to express the contents of the 
lesion with a suitable expressor. Another method is to use a Saalfield comedone extractor, 
which combines a fixed pointed blade at one end and a small spoon-shaped expressor foot at 
the other. Utilization of the first procedure requires that two instruments he handled, whereas 
the second procedure requires that the instrument be revolved 180 degrees each time. Moreover, 
the Saalfield comedone extractor, with its fixed blade, requires that the blade be sharpened from 
time to time, and the spoon-shaped expressor, or foot, with the small hole does not permit as 
easy visualization and application to the lesion as does the Schamberg type expressor. 





It was felt that it would be more efficient and more convenient to use an instrument such 
as is illustrated. Essentially it is a stainless steel, Y-shaped instrument that is held by the 
stem of the Y, with a Bard-Parker blade holder for one arm of the Y and a modified Scham- 
berg type expressor foot for the other arm. This type of expressor foot was preferred be- 
cause, in addition to the more rapid visualization of the lesion, it also permitted pressure to be 
applied beyond the border of the lesion, insuring that the contents of the lesion would be more 
completely expressed. 

The first instrument prepared had a fixed angle between the arms of the Y; however, after 
a few of my colleagues used the instrument, it was found that some preferred to. be able to 
change the angle of the arms.* 

Submitted for publication Aug. 16, 1955. 
Division of Dermatology, Department of Medicine, Stanford University School of Medicine. 

* The present simplified mechanism for changing the angle of the blade arm was worked out 
by its present manufacturer Ole Olsen Surgical Instrument Company, 818 Sixteenth St., Oak- 
land 7, Calif. 











UMI 








JMI 





LOCALIZED ACNE FOLLOWING DEEP X-RAY THERAPY 
SHELDON SWIFT, M.B., Ch.B. (Liverpool), Los Angeles 


In February, 1952, a 49-year-old white, married woman was seen in the tumor clinic com- 
plaining of a lump in the right breast which had been present for two and one-half years. In 
addition, examination showed an umbilical hernia and a pilonidal sinus. The tumor was at this 
time clinically malignant, and in March radical mastectomy was performed. Histologically the 
neoplasm was adenocarcinoma. 

The patient remained under periodic observation and was asymptomatic until July, 1953, 
when she had pain in the right side of her chest, both in the back and the front. Clinical and 
radiologic examinations were both negative, but in November, 1953, a lump was felt in the 
right subclavicular fossa and small nodules were palpable in the mastectomy scar. In April, 
1954, bilateral oophorectomy was performed for persistent vaginal bleeding, and one of the 
ovaries showed adenocarcinoma on section. Following oophorectomy the metastases showed 
some diminution in size and her general condition improved. 

In November, 1954, she again experienced severe pain in the back. X-ray survey revealed 
widespread bone involvement, and she was treated with palliative deep x-radiation, a dosage 
of 1200-2000 r being given to areas of her spine and shoulders. She had great relief from this 
therapy. The radiology report noted an immediate skin reaction consisting of a miid eczema- 
toid dermatitis. In December, 1954, treatment with testosterone was commenced, and she has had 
weekly injections of 2 cc: of a depot preparation of this hormone since that time. 

In May, 1955, she was referred to the dermatology department with a complaint of itching 
and burning of the upper part of her back. On examination, she was a robust and cheerful 
woman in good condition despite her major illness. Her face and body showed hirsutism con- 
sistent with male hormone therapy. Examination of the back showed an area of hyperpig- 
mentation from the deep-x-ray therapy. Confined to this area was a typical acne eruption, 
showing some erythema and many comedones and pustules. Kummerfeld’s lotion was pre- 
scribed, and two months later the eruption had disappeared. 





Eruption following x-ray therapy. 





Submitted for publication Sept. 21, 1955. 
Department of Dermatology, University of Oregon Medical School. 
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This woman had acne when she was 14 years old, which responded rapidly to treatment. 
She did not have any recurrence until the present episode. Acne is not unusual after testosterone 
therapy. The interest in this case is that the eruption was so strikingly limited to the irradiated 
skin. 

The therapeutic action of x-rays in acne is not completely understood. The popular ex- 
planation is that improvement is due to inhibition of secretory activity in the sebaceous glands. 
The high voltage and heavy filtration used in deep therapy would have comparatively little effect 
on superficial structures, and in our patient inhibition of the sebaceous glands did not occur. 
The superficial radiation was, however, sufficient to cause a mild infectious eczematoid derma- 
titis, which is a frequent complication of radiodermatitis. It is possible that the localization of 
acne in this patient may have resulted from a combination of two factors—the eczematoid re- 
action may have blocked ducts by edema, and in other. ways made the skin more receptive to 
the undesirable side-effects of the testosterone. In that way the discrete localization of this 
eruption might be accounted for. 


130 N. La Cienega Blvd, (48). 
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THE NEW, NEWER, AND NEWEST 











The Society of Cosmetic Chemists presented to Dr. Walter B. Shelley a special award of 
$1000 for his work on the apocrine and eccrine glands. The award, established in 1955, is 
given annually to the author “whose recent papers offer the greatest potential advance in cos- 
metic science.” It has, for the second time, been awarded to a dermatologist; Dr. Stephen 
Rothman received it last year. 

The occasion was the annual meeting of the Society held in New York, May 15, 1956. The 
following papers were read: “The Behavior of Perfume Materials in Thioglycolate Solutions” ; 
“The Measurement of Static Charge on Hair”; “A New Permanent Waving Process”; 
“The Use of Iodophors in Cosmetics”; “The Analysis of Lipsticks”; “Laboratory Evaluation 
of Potential Caries-Preventive Agents in Dentifrices”; “Some Practical Problems in the 
Formulation of Aerosol Hair Sprays.” This is a far cry from the not-too-distant past when 
dermatologists all too often had little recourse but to advise against the use of cosmetics because 
of troubles from crude formulations. All credit is due the chemists for their advances in cos- 
metic technology. The industry is the better for them—if only they could exert some restraining 
influence upon their advertising agents ! 





A letter to this Journal recently suggested that the Transactions be discarded—‘‘a waste of 
time”—that more papers be devoted to treatment. What the writer wants apparently is a trade 
journal ! 

In what sharp contrast it was to the spirit of a recent meeting of the editors of the A. M. A. 
Specialty Journals, who gather annually to reexamine and redefine policies, scope, purpose, and 
objectives. - Discussion centered about how best to broaden our scopes and to diversify the 
specialty journals so that readers of each can be kept abreast of various advances in all fields 
even though seemingly only remotely related. Should not dermatologists be aware of what oc- 
curs in space medicine, or with isotopes in general? 





At a meeting last week of the Medical School’s Promotion Committee the members were 
genuinely concerned, not so much with the number of one’s contributions to the literature, as 
with the quality and the breadth of interest that they reflect. Mere attendance at clinics or at 
teaching classes was deemed not sufficient recommendation for high promotions; it is an obliga- 
tion also for one to record his experiences and to participate in medical affairs, 





With respect to the latter, dermatologists are often and justly accused of shirking responsi- 
bilities—but encouraging changes appear to be taking place. One notes more dermatologists 
participating at general sessions. At the meeting of the Wisconsin State Medical Society that 
we attended there was a panel discussion of cutaneous tumors conducted for the general as- 
sembly. The panelists, Harry Foerster, Robert Kierland, Sture Johnson, and David Kersting 
presented lantern-slide illustrations, both clinical and histologic, in a manner that was both 
impressive and interesting to the audience of practitioners. It was a good job of public relations. 





The Chicago Medical Society conducts an annual well-attended postgraduate course designed 
to meet the needs of general practitioners. For some reason, there has not been a dermatologist 
on the program for several years. We note with interest that for the next meeting, because 
of requests from doctors, it is proposed that there will be eight papers by dermatologists. The 
subjects requested were: Steroids; Tranquilizers; Endocrines and the Skin; New Treatments; 
The Significance of Sweating; etc. 





Dermatology appears to be entering a new phase with respect to its position in the medical 
family. The welcome mat is out. The medical schools should know of it. 
H. R. 
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NEW YORK DERMATOLOGICAL SOCIETY 


John C. Graham, M.D., President 
Gerald F. Machacek, M.D., Secretary 
May 24, 1955 


Case for Diagnosis: Scleroderma? Scleredema? Presented by Dr. Grorce M. Lewis. 
Granulomatous Panniculitis. Presented by Dr. Lestie P. BARKER. : 

A man aged 27, an office worker, noticed about a dozen subcutaneous nodules on the abdomen 
and arms about three months ago. Since then only two new lesions have developed, the last 
about three weeks ago. There has been no fever or pain at any time, only a slight sensitiveness 
if he leans against a hard object. The patient has had no injuries or injections to the areas, 
except that as an infant he received a series of rabies inoculations which were given in the 
“abdomen and arms.” 

There are 12 or 14 subcutaneous nodules on the abdomen and arms, varying from 1 cm. 
to about 6 x 3 cm. in diameter. They are firm but not hard, and are not attached to the 
skin or subcutaneous tissue. The overlying skin is normal, except in one or two instances, where 
it is slightly red over lesions. There is no tenderness on pressure. 

Sections of a lesion from the arm discloses an epidermis which was slightly acanthotic and 
hyperkeratotis. In the deep cutis and panniculus was noted a massive infiltration of the reticulo- 
endothelial elements and fibroblasts. There were also occasional multinucleated elements. At the 
periphery of the massive granuloma, as well as in smaller satellite lesions, there was a striking 
infiltration of mononuclear cells resembling leucocytes. These also infiltrated the adipose tissue, 
which seemed to blend in with the swollen cells of the adipose tissue at the periphery. Patho- 
logically, the lesion was a tuberculoid panniculitis. One must also consider sarcoid as well as 
other similar granulomatous lesions, including berylliosis. Diagnosis : Granulomatous panniculitis. 


Discussion of Two Preceding Cases 


Dr. WiLBert SAacHs: From the original slide I would agree with the diagnosis of pannic- 
ulitis, but a recent slide looks like possible Darier-Roussy sarcoid. 

Dr. Frank C, Comses: These cases have been described in the literature. Maloney and I, 
in an article many years ago (Arch. Dermat. & Syph. 33: 709 {April} 1935) showed that it 
was impossible to distinguish histologically between tissue reactions following injections of 
mercury, bismuth, insulin, and cases of Darier-Roussy sarcoid. 


Colloid Degeneration. Presented by Dr. Eucene F. Traus. 

A farmer aged 49 noticed an eruption on the backs of the hands and wrists about 8 or 10 
months ago. Because of the peculiar raised, almost verrucous appearance, he thought he was 
developing warts. He was unaware that he had extensive flat, yellowish, translucent papules, 
particularly about the temples, eyes, ears, and neck. Here the.eruption seemed typical of the 
changes usually seen in this disease. However, the eruption on the hands and wrists had much 
the appearance of the amyloid changes seen on the legs. No lesions were found on the legs or 
other parts of the body except those mentioned. : 

The lesions on the hand consisted of elevated papules that are individual but forming an 
extensive confluent plaque. Some are smooth-topped, while others seem almost verrucous. The 
color is pinkish-red, although some yellow tones are present, giving the impression that some of 
the lesions are vesicles. All lesions, however, are solid. They are on all exposed parts of the 
body. The general health of the patient is good. 

The Wassermann reaction of the-blood was negative. 

Biopsy of a lesion from the hand showed the collagen to be degenerated throughout the upper 
cutis. It took a reddish stain and was broken up into blocks. There were many spaces where 
some of the blocks had fallen out. The epidermis was flattened, somewhat verrucous, and hyper- 
keratotic. Within the upper cutis, away from these areas, was basophilic degeneration. The 
elastic tissue stain showed these areas to be devoid of elastic tissue. The methyl violet stain 
suggested the possibility of amyloid. Note: Since the routine stain was so typical of colloid 
degeneration, I am inclined to feel that this is a colloid milium, while I am unable to rule out 
entirely the possibility of amyloid (Drs. Wilbert Sachs and Perry M. Sachs). 
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Treatment consisted of large injections of vitamin C, 500 mg. three times weekly, and 
capsules taken by mouth, 250 mg. twice daily. An immediate response seemed to occur, with 
considerable improvement of the hand and wrist lesions. However, progress recently ceased, and 
some regression has even occurred. The patient is presented for suggestions as to therapy. 





Typical Lesions of Colloid Degeneration on Dorsa of Hands and Back of Neck 


Discussion 

Dr. Georce C. ANprEws: The sisters I presented at about the age of 8 years cleared up 
spontaneously. They are now 22, and one was voted the most beautiful girl in Tennessee. Dr. 
Stuart Way cleared up one case with vitamin C. 

Dr. Witpert Sacus: I didn’t think colloid degeneration was so rare. I believe Wise 
showed some cases. This is the first time I have seen as extensive an eruption—on the neck, 
hands, etc.—but I know we have seen it on the face before. 

Dr. Eucene F. Traus: The recent exacerbation may have been due to exposure to the sun. 
We will try to have him wear gloves or use a sun screen as much as possible. Since he is a 
farmer, he is outdoors all day long. We will also increase the dose of vitamin C, if possible, 
and combine it with liver extract, which may help. 

Paget’s Disease. Presented by Dr. Witsert Sacus. 
Contact Dermatitis Due to Acrylic Material Used in the Preparation of Artificial Nails. Presented by Dr. 

OrLanpo CANIZARES. 

Basal Cell Epithelioma of Branchial Cleft. Presented by Dr. J. Lowry MILteEr. 
Acne Conglobata or Pyoderma Faciale. Presented by Dr. Franx E. Cormia. 
Mycosis Fungoides Resembling Poikiloderma Atrophicans Vasculare, Radioresistant. Presented by Dr 

Maurice J. Coste.io. 

Lymphoblastoma, Presented by Dr. WiLsert Sacus. 
Lupus Vulgaris. Presented by Dr. Evcene F. Travs. 
Dermatitis Herpetiformis; Mild Leucoplakia. Presented by Dr. Franx E. Cormia. 


’ Pigmentation Associated with Pregnancy. Presented by Dr. J. Lowry Miter. 


Lymphoblastoma of Scalp: Response to Small Doses of Irradiation (Previously presented). Presented by 
Dr. AntHony C. C1PoLLarRo. 

Metastatic Carcinoma of Chest Wall. Presented by Dr. Grorce M. Lewis. 

Circumscribed Myxedema, Presented by Dr. Maurice J. CostEexxo. 

Pemphigus Erythematosus (Senear-Usher Syndrome). Presented by Dr. Evcenr F. Trave. 

Kaposi’s Sarcoma. Fordyce’s Disease. Presented by Dr. Wivsert Sacus. 

Pustular Psoriasis, Eventuating in Erythroderma Psoriaticum. Presented by Dr. Maurice J. CostTEetto. 
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Incontinentia Pigmenti. Presented by Dr. H. A. Luscomse and (by invitation) Dr. THomMas 
PASTRAS. 

A Negro girl aged 16 days presented a pigmented macular eruption involving particularly 
the extremities, the back, and the lateral aspects of the trunk. The pigmentary pattern was 
bizarre, consisting of streaks, splashes, and whorls. 

At birth the baby presented a generalized pigmented, macular eruption arranged in streaks 
and whorls. In the first week of life she developed short-lived vesicles and an occasional bulla. 
These disappeared, leaving pigmentation. After one week there was recurrence of vesicles. 
The child was born two to three weeks prematurely. The mother is 18 years of age and this 
was her first pregnancy. : 

A complete blood count revealed 15.1 gm. hemoglobin per 100 cc.; 12,280 leucocytes, 32% 
neutrophiles, 3% monocytes, 39% lymphocytes, 26% eosinophiles; hematocrit reading 47. 


Discussion 

Dr. HERMAN BeerMan: I think this is a very good case,of the bullous type of incontinentia 
pigmenti. 

Dr. Joun P. Scutty, Reading: Dr. Edward Cawley of the University of Virginia several 
years ago, at the meeting of the American Academy of Dermatology in Chicago, presented a 
review of incontinentia pigmenti. As I recall his discussion, the picture of pigmentary change 
came much later in the disease, following the initial development of bullous lesions. I was 
therefore struck by the fact that in this infant at the age of 19 days there was so much pigment 
present along with the presence of the bullous lesions. I believe this is unusual. 

Dr. THomas ButterwortH, Reading: I would not say this was a typical case. Most of 
the cases I have seen have been predominantly on the trunk. With a child considerably older 
than this I froze the skin with dry ice, trying to produce the bullae and in turn the pigmenta- 
tion, but I did not succeed. It might be successful with a younger patient. Later, my patient 
presented bullous impetigo over the lower abdomen. I used placebos for a number of weeks, 
watching for the incontinentia_pigmenti to spread, but it did not. I believe we see these patients 
a little too late, but now, while this child is really developing vesicles and bullae, it perhaps 
would be worth while in helping us to understand this disease if we could produce a bulla on 
either side of the abdomen or thigh and see what happens. 

Dr. CHartes R. Retn, New York (by invitation) : I believe this is a very characteristic 
case. In the patient we reported, who is now 6 years of age, the pigment has almost completely 
disappeared. We also tried dry ice on the pigmented area, but the pigment disappeared promptly. 
The eruption remained long after the roseola. We would treat two or three areas of pigmenta- 
tion by dry ice and peeling therapy, and those areas would fade. 

Dr. Eucene F. Traus: I am gaining the impression from the discussion that the pig- 
mentation might possibly be produced by the presence of prior-existing bullous lesions. However, 
that is not necessarily the case, because a percentage of these patients do not have bullous lesions 
at all. Furthermore, the areas of pigmentation do not necessarily occur in the areas in which 
there have been blebs. So, while it is interesting to note that blebs may occur, they are certainly 
not necessary or a part of the subsequent pigmentation, which may even precede the blebs. No 
one knows what the process is or its exact development, but the two conditions are not necessarily 
related to one another. 

Dr. Atsert M. KiicMAN: This is a disease involving more than the cutaneous system. 
It is a species of ectodermal defect. These people have central nervous system involvement, 
osseous changes, and changes in the eyes and in the teeth as well. It is the oo of a 
much more tragic species than we see in the skin. 

Dr. Tuomas Pastras (by invitation) : When we first saw this child the tik pigmenta- 
tion was striking; there was only a history of vesicle and bleb formation. 

Dr. Hersert A. Luscomspe: Dr. Beerman and.I some years ago saw an infant a couple 
of days old, and I made the diagnosis of bullous impetigo, but it turned out to be incontinentia 
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pigmenti. This particular child I thought a little unusual in that the pigment appeared first. 
The vesicles and blebs came next, and we all agreed that it was incontinentia pigmenti because 
there developed typical whorl formation of pigment. 

Dr. Louis Gotpste1n: What is the explanation of the high eosinophile count? 

Dr. Hersert A. Luscomse: I can explain it only on the basis of possible tissue destruction. 
The child was premature. 


* Cutaneous Papillomatosis (Confluent and Reticulated Variety, Gougerot and Carteaud). 


Presented by Dr. Hersert M. Leavitt, Easton. 


A white man aged 25 presented symmetrical groups of fine scaling macules having a light 
tan color, arranged in each axilla, along the sides of the thorax, each cubital fossa, and the 
abdomen. The scales were quite tenacious. The patient was first seen in March, 1954, with a 
contact dermatitis of the upper extremities believed to-be caused by fabric finishes. At this 
time a widespread scaling eruption of the trunk and upper extremities was noted, and a diagnosis 
of tinea versicolor was entertained. Scrapings failed to show fungi, and antimycotic therapy 
was unsuccessful. The éruption on the trunk has persisted in spite of continued treatment. 

On March 18, 1954, there was a delayed positive patch test to blue Dacron. Repeated cultures 
and scrapings for fungi were negative. 


The report on the biopsy specimen was as follows: “Section showed portion of skin in which 
the epiderm was moderately hyperkeratotic and acanthotic. There were a few areas of para- 
keratosis. The surface was moderately papillary but the projections were rather flat. There 
was a mild small round cell infiltration within patchy areas primarily around capillaries in the 
immediate subepidermal area of dermis. Diagnosis: “chthyosis of chest.” (Dr. A. D. Chidsey, 
Pathologist, Easton Hospital.) 

Repeated peeling doses of cold quartz light together with Asterol ointment produced only 
mild temporary improvement. Six per cent ammoniated mercury and six per cent salicylic acid 
in polysorb gave no better results. Aquasol A, 100,000 units daily, together with injections of 
crude liver extract were followed by about 50% improvement. 


Discussion 
Captain C. D. Bett (MC), U. S. N.: I agree with the diagnosis. My one case was very 
similar to this one. 


Dr. FrepertcK Reiss, New York (by invitation) : Two months ago a similar patient was 
presented at the New York Academy of M dicine, with lesions more disseminated than those of 
the patient shown tonight. It is extremely difficult to make a clinical diagnosis without knowing 
of the existence of such a clinical entity. The histopathology of the presented case is in agree- 
ment with Gougerot and Carteaud’s description. 

Dr. Hersert M. Leavitt, Easton: Frankly, I did not recognize the condition for a long 
time. First I thought it to be a case of tinea versicolor. I kept scraping away at the lesions, 
applying all kinds of fungicidal preparations and looking for spores and mycelia without suc- 
cess. I read Young’s article (A. M. A. Arch. Dermat. & Syph. 67:594 [June} 1953) and did 
not recognize my patient’s disease until I saw Dr. Bell’s case presented here two months ago. 


Fox-Fordyce Disease. Presented by Dr. Hersert A. LUSCOMBE. 


A Negro woman aged 26 presented discrete, follicular papules about 2 mm. in size, covering 
the whole area of both axillae. There was slight erythema and a sparsity of axillary hair. The 
periareolar region of the breasts was similarly involved, to a slighter degree. The eruption be- 
gan three or four years ago. The patient first noted itching of the axillae. It has persisted 
constantly since then. She has occasional itching in the umbilical and crural regions and some 
involvement of the breasts. 

The patient stated that her mother had had the same cutaneous condition, which disappeared 
spontaneously. The patient’s son has mild atopic dermatitis. 

The blood count and urinalysis were within normal limits; the Wassermann and Kahn reac- 
tions were negative. 

The patient was treated with hydrocortisone locally, which gave some relief from the itch- 
ing. ; 

Dr. VaucHn C. Garner: I had a patient with extensive Fox-Fordyce disease which was 
resistant to roentgen ray therapy and other types of treatment. She went to a physician in New 
York, who treated these areas by surgical planing with really remarkable results. I have seen 
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Discussion 
the patient since, and the results have been revolutionary. The pruritus is improved; sympto- 
matically she is improved 100%. 

Dr. Frep D. WempMan: Recently Dr. Shelley read a paper in which he showed that these 
lesions are retention cysts due to hyperkeratosis of the orifices of the apocrine sweat glands. 
The latter empty into the cornmon orifice of the pilosebaceous apparatus. These are in reality 
cases of sweat retention anhidrosis. The papules present tonight show beautifully the presence 
of the hair shaft at the summit; that is, the position where these apocrine glands empty. 

Dr. CHartes R. Retn, New York (by invitation): Two patients with -Darier’s disease 
were planed in my office. The one that was planed twice in one area was seen months after the 
planing, and the skin in that area was apparently normal. We had a patient with xeroderma 
pigmentosum, and we planed him once over a year ago, a boy about 7 years of age, who was 
seen one year after planing and the planed area was still normal. Dr. Garner has pointed out 
how this modality may be used for some of these conditions; plane the skin off and hope that 
the new skin regenerates and lays down a better type of skin. 

Case for Diagnosis: Nodular Urticaria Pigmentosa? Mycosis Fungoides? Early Myelogenous 
Leukemia? Presented by Dr. JoHN M. SIEGEL. 


A white man aged 37, formerly a coal miner, now unemployed, presented much-infiltrated, 
erythematous, firm, confluent, nontender nodules arranged in circinate configuration on the 
lateral surface of the right thigh. There was also a lentil-sized, subcutaneous erythematous 
nodule on the dorsal-lateral: surface of the right arm. The patient was well until 1946. The 
present condition appeared gradually over the succeeding Seven or eight years in the form of 
“red lumps” on the lateral surface of the right thigh. The eruption was slightly tender on 
pressure, otherwise asymptomatic except for its appearance. The patient remembers squeezing 
out embedded coal particles about the time of onset. 

The serologic tests for syphilis were negative. The blood sedimentation rate was 16 mm. in 
an hour. A blood count revealed 92% hemoglohin; 9,000 leucocytes, 4,850,000 erythrocytes, 73% 
polymorphonuclear leucocytes, 24% lymphocytes, and 3% monocytes. A urinalysis was within 
normal limits. 


The report, by a general pathologist, on the biopsy specimen, was chronic granuloma of 
the skin, nonspecific. 


Discussion 
Dr. Frep D. Wetman: When I first looked at the patient I thought it was a case of 
dermatofibrosarcoma protuberans of Hoffman, and certainly there are some nodules here which 
are of keloid-like hardness. I should like to see a biopsy done on one of the hard nodules to see 
whether there is an element of that condition in this case. The position on the anterior surface 
of the thigh recalls my one and only case of dermatofibrosarcoma protuberans, in a hurdler 
at the University here, and that was precisely the place where he bumped his thigh as he 
jumped. This patient states that he is a miner and that he does suffer trauma. He has very 
poor eyesight on the right side, and he thinks it is possible that he is bumped more on that side 
than on the other. I think the sections dispose of the possibility of mycosis fungoides; there is 
no regional adenopathy. Of course, if this is mycosis fungoides, it would be more or less the 
d’emblée type. So my preferred diagnosis is dermatofibrosarcoma protuberans of Hoffman. 
Urticaria Due to Cold. Presented by Dr. Jonn L. MucuHeErin. 
Cases for Diagnosis: Fixed Drug Eruption? Recurrent Erysipelas? Lymphedema? Presented by Dr. 
Josreru K. Corson. 
Lichen Sclerosis et Atrophicus. Presented by Dr. JosepH K. Corson. 
Coup de Sabre—Morphea. Presented by Dr. Joun P. Scutty, Reading. 
Dermatitis Herpetiformis Associated with Pregnancy (Not Conforming to the Expected Herpes Gestationis). 
Presented by Dr. Joun P. Scurry, Reading. 
Sarcoidosis, Presented by Dr. Henry B. Decker and Dr. Hersert A. Luscomse. 
Darier’s Disease (Keratosis Follicularis). Presented by Dr. JosepH K. Corson. 
Hyperkeratosis Palmaris. “Presented by Dr. Joun P. Scurry, Reading. 
Dermatitis Factitia. Presented by Dr. Hersert A. Luscomse. 
Chronic Dermatitis with Possibly Early Epitheliomatous Degeneration. Presented by Dr. SHELpon B. 
Gotpstons, Olyphant. 
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Lewis M. Johnson, M.D., Chairman 
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Oct. 21, 1955 


Malignant Melanoma. Presented as a problem in therapy, by Dr. CHARLoTTE BAcKus-JoRDAN, 
Stroudsburg. 


A white woman aged 47 presented a large, blue-black, crusted lesion on the top of the scalp, 
slightly to the left of middle, with dozens of small, blue-black lesions covering the left temporal 
area of the scalp and extending just beyond the hair line. 


About seven months ago the family doctor saw the original lesion while making a call on 
another patient in the home. He told her there were some “bursted vessels” but that she should 
come to the office for a check-up. This she never did. Six months leter he was in the house 
again and saw the present condition. He made an immediate referral to the presenter, who in 
turn referred her to a surgeon for possible removal and plastic surgery. The surgeon felt that 
this would not be practical and suggested that the patient be brought to this meeting for sugges- 
tions as to therapy. Her only complaint is headaches. 


The report on the biopsy specimen was as follows: “These sections of intact skin showed an 
atrophic epidermis but in some areas the queues of nevus cells which were loaded with pigmented 
granules appeared to be dropping off. The upper corium was filled with the nests and cords 
having the structure of nevus cells; all of these contained pigmented granules. Mitosis and 
pleomorphism of nevus cells could not be found. There was a mild degree of inflammatory 
cellular infiltration composed chiefly of lymphocytes. These features extended throughout the 
lesion. Diagnosis: 1. Junction type nevus highly pigmented and inflamed. 2. Malignant mela- 
noma.” (Dr. H. E. Entedine; Dr. Herman Beerman.) 


Discussion 


Dr. THomMAs ButtrerworTH, Reading: I can report failure in a case of malignant melanoma 
after two courses.of Pasteur preparation. 


Dr. CARMEN C. THomas: I can report failure in one case of widespread metastases from 
a nonpigmented melanoma treated with TEPA, which is given intravenously and has an effect 
similar to nitrogen mustard, depressing the white count and platelets very rapidly. It is sup- 
posed, however, to lengthen the survival period of patients who have advanced metastases. Our 
patient survived the therapy and died about six months after the onset of visible metastases. 


Dr. JosepH V. Kiauper: I should like to call attention to a most comprehensive discussion 
of the treatment of malignant melanoma. I refer to the paper by Miescher (Uber Klinik und 
Therapie der Melanome, Arch. Dermat. u. Syph. 200:215-238, 1955). In addition to reporting 
the results he obtained in treatment of malignant melanoma, Miescher reviews the literature 
of results of different methods of treatment reported by others after a five-year period of 
observation. It appears that one’s concept of treatment depends upon one’s special field. For 
example, Pack (Memorial Hospital, New York) is quoted as follows: “In the treatment of 
pigmented nevi and malignant melanoma, surgical excision is the only appropriate method of 
treatment. These tumors are notoriously radioresistant : consequently, x-ray and radium therapy 
are of no avail in bringing about their control or cure.” In contrast, Hellriegel (roentgenolo- 
gist, Frankfurt), writes: “Malignant melanoma belongs exclusively in the domain of roentgen 
therapy.” 


Dr. VAUGHN C. GARNER: The initial lesion may be trifling. I saw a girl of 18 about a 
year ago, who had a very minute, nonelevated, bluish lesion on the lower part of the leg which 
was cosmetically embarrassing to her, and she came to me for its removal. This lesion showed 
a little, bluish halo which made me wary, and I advised radical excision. A surgeon was able 
to palpate a definite small inguinal node, which he removed. This gland was melanotic, and the 
patient was dead in six months. These malignant melanomas are very serious matters, as we 
all know, and yet the initial lesion may be so absolutely insignificant that one may be tempted 
to employ some typeof superficial therapy, such as desiccation, which of course would be quite 
unwarranted in a case of this sort. 
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Mutiple Charcot Joints. Presented by Dr. Meyer L. NiepeELMAN and (by invitation) Dr. 
HERBERT GOLDSCHMIDT. 

A white man aged 67 was admitted to the Medical Service of the Philadelphia General 
Hospital on April 24, 1954, because of an acute tabetic gastric crisis and a tabetic bladder. 
According to the history, he was asymptomatic until eight or nine years previously, when he 
developed a dislocation of the left hip. He was given local treatment (massage, etc.) by his 
physician for two years before a diagnosis of Charcot joint was finally made. Four or five 


years ago arthritis of the left wrist and both shoulders developed, and one year ago deformity ~ 


of the right wrist occurred. 

Physical examination showed loss of deep tendon reflexes, pupils nonreactive to light, marked 
deformity of the wrists, crepitus of the shoulders and hips, and moderate deformity of the right 
knee. The patient has a tabetic bladder and occasional tabetic crises. 





Charcot joints, shoulder and wrists. 


The spinal fluid examination revealed colloidal gold, 0000000000; Kolmer and Kline non- 
reactive; serum nonreactive. Roentgenograms showed Charcot shoulders, spine, and hip joints, 
and destruction of carpal bones and wrist joints; wrist changes typical of Charcot joints. 

The patient was treated every three hours for 15 days with penicillin eight years ago; total 
dosage unknown. He was given an additional 8300 units of penicillin in 1954. 

Discussion 

Dr. Ira L. ScHAMBERG: I do ‘not believe I have ever seen as extensive a Charcot joint 
involvement as this man presents. We usually see Charcot joint occurring in joints subject to 
major trauma, as in the lower extremities. Here the disease process is most marked in the 
upper extremities. 

Case for Diagnosis. Scleroderma? Porphyria Cutanea Tarda? Lichen Sclerosus et Atrophicus? 
Pediculosis Capitis. Presented by Dr. NorMAN R. INGRAHAM and (by invitation) Dr. 
ELIzABETH JACKSON. 

A white woman aged 72 presented tight and atrophic skin of the forehead, presternal and 
supramammary areas, as well as the upper back. These areas were hyperpigmented in gray- 
tan hue with mild scaling. The borders of these areas were well marked and the patches 
lardaceous. The skin of the dorsa of the hands and wrists showed more scaling‘and pigmenta- 
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tion but less atrophy. The lower extremities revealed moderate scaling. There was facial 
hirsutism. The vulva was clear. The scalp was excoriated and scaling, with many lice. The 
eyelashes were clear. There was ectropion with conjunctival erythema. 

Physical examination revealed a Grade II apical systolic murmur; blood pressure 160/100, 
and liver enlarged 3 cm. below the right costal margin on deep inspiration. 


The urinalysis showed a faint trace of protein and a few erythrocytes. The blood urea nitro- 
gen was 10. A blood examination showed 11.3 gm. hemoglobin per 100 cc. The electrocardio- 
gram showed first-degree heart block and diffuse myocardial abnormality. Preliminary studies 
revealed salmon-colored fluorescence in ether extraction of acidified urine. 


Discussion 

Dr. Eucene F. Traus: Her skin shows considerable atrophy, and I believe that the patches 
on her chest could best be catalogued as a localized scleroderma or morphea rather than lichen 
sclerosus. She seems to have considerable seborrhea, and I believe that if she were given a 
good wash and if the seborrhea were finally treated, most of the hyperpigmentation would dis- 
appear. 

Dr. Atpert M. KiicMAn: In modern terms this would be the hepatic type of porphyria. 
The congenital type is really a blood dyscrasia, while this is a liver disease. 

Dr. Douctass A. Decker, Allentown: This woman has never had blisters or scars on ex- 
posed parts. I favor the diagnosis of pellagra. 

Dr. Apert M. Kuicman: In porphyria cutanea tarda the photosensivity is mild, and marked 
blistering does not occur. Besides, the associated signs of melanosis and hypertrichosis are 
perfectly typical. 

Dr. Carrot, F. Burcoon: This woman’s hyperpigmentation is.not the result of not having 
had a bath recently, for it is hospital routine to bathe all patients on admission. I agree with 
Kligman as to her pigmentation; she surely has hypertrichosis and she undoubtedly has por- 
phyria. If one palpates the skin of her forehead, eyelids, cheeks, and chest, it has a scleroderma- 
tous feel. That observation itself would exclude this as a localized scleroderma or morphea. 
Every now and then one does see a significant amount of pigmentation with scleroderma. I do 
not know if the hyperpigmentation and hypertrichosis are the result of this skin disease or if it 
is the result of a specific metabolic disease, namely, porphyria. I suppose that chronic porphyria 
best fits the clinical picture. 

Acanthosis Nigricans Limited to the Pubic Area. Presented by Dr. THomas ButrerwortH and 
Dr. Joun E. German, Reading. 

A white girl aged 17, healthy, of approximately normal weight, presented a slightly raised 
brown patch involving about half of the area covered by the pubic hair. About its periphery 
weré tiny islands of similar tissue. The remainder of the skin was normal. The condition had 
its onset in the fall of 1953. The patient’s maternal grandfather died of cancer of the skin. 
There is no other history of cancer in the family. 

~ A complete blood cell count revealed 77.9% (12.0 gm. per 100 cc.) hemoglobin, 4,280,000 
erythrocytes, 7950 leucocytes, 67% neutrophiles, 33% lymphocytes. The color index was 0.9. 
A urinalysis was within normal limits. Roentgenograms of the esophagus, stomach, duodenum, 
small bowel, colon, and chest were negative. Sigmoidoscopic examination was negative for 
20 cm. 

The report on the biopsy specimen was as follows: “The surface of the skin was strongly 
verrucous but the stratum corneum’ was not at all hyperkeratotic. A number of colonies of 
Pityrosporum ovale occupied the delicate keratinous shreds. The rest of the epidermis was 
decidedly thin, thus raising the question of acanthosis nigricans, but there was no confirmation 
by way of chromatophores, and although the pigmentation of basal cells was heavy, it would 
not be remarkable for the genital regions of a brunette. Most of the epithelial cells were the 
small, undifferentiated kind, more on the basal cell side than squamous. The papillae were 
deformed, in correspondence with the verrucosities, and were not remarkable otherwise. 

“Considering what Dr. Butterworth states clinically, and that the writer wrote the above 
report without any reference to his clinical notes, acanthosis nigricans emerges as the rather firm 
diagnosis. In the case the ‘brown patch’ is definitely pigmented by comparison with surrounding 
normal skin, clinically, the writer would make that diagnosis without any qualification.” (Dr. 
Fred D. Weidman.) 
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Discussion 
Dr. STEPHEN T. WHELAN: Here is a girl with a strong family history of cancer. Should 
she have any exploratory procedure done to look for internal malignancy? 


Dr. Louis D. Horrstern: What are the chances of this being a juvenile type of acanthosis 
nigricans, not denoting any malignancy ? 

Dr. JosepH V. KLaupER: How do we know that this is not pseudonigricans ? 

Dr. HERMAN BEERMAN: Pseudonigricans looks somewhat like seborrheic wart. 


Dr. MrrtaM ReEep, Princeton: I have a patient with acanthosis nigricans who had a basal- 
cell carcinoma on the face at about the age of 13. 


Gummatous Syphiloderm of Forehead and Nose. Presented by Dr. Meyer L. NiepELMAN and (by invitation) 
Dr. Hersert GOLDSCHMIDT. 

Lichen Striatus. Presented by Dr. Dorotuy Lynn and (by invitation) Dr. Hersert Go_pscHMIDT. 

Pemphigus Foliaceus. Presented by Dr. Norman R. INGRAHAM and (by invitation) Dr. EL1zaBetTH JACKSON. 

Dermatitis Medicamentosa of Hemorrhagic Type Due to Gantrisin? Purpura on the Basis ef Thrombo- 
cytopenia and Hepatic Disease. Presented by Dr. Norman R. INGRAHAM and (by invitation) Dr. Exiza- 
BETH JACKSON. ; 

Vitiligo Treated with Psoralen. Presented by Dr. Joun P. Scurry, Reading. 

Von Recklinghausen’s Disease with Peripheral and Spinal Neurofibromatosis. Presented by Dr. Norman R. 
INGRAHAM and (by invitation) Dr. Er1zaBETH Jackson. 

Beri-Beri, Pellagra, Keratosis Pilaris. Presented by Dr. Norman R. InGrAHAM and (by invitation) Dr. 
ELi1zABETH JACKSON. 

Squamous-Cell Cancer of the Penis. Presented by Dr. Norman R. INGRAHAM and (by invitation) Dr. James 
SPRINKLE. _ : 

Hidradenitis Suppurativa(?); Perifolliculitis Suffodiens et Abscedens(?). Presented by Dr. Meyer L. 
NIEDELMAN and (by invitation) Dr. Hersert GoLpscHMIDT. 

Cavernous Hemangioma, Recurrent. Presented by Dr. Norman R. INGRAHAM and (by invitation) Dr. Exiza- 
BETH JACKSON. 

Macular Atrophy, Primary(?); Congenital Syphilis, Late Latent(?) Presented by Dr. Meyer L. NiEDELMAN 
and (by invitation) Dr. J. J. Huriey. 

Hypertrophic Lichen Planus. Presented by Dr. Meyer L. Niepetman and (by invitation) Dr. HeErsert 
GOLDSCHMIDT. 

Multiple Basal-Cell Epitheliomata. Presented by Dr. Norman R. INGRAHAM and (by invitation) Dr. Her- 
BERT GOLDSCHMIDT. 

Malignant Melanoma. Presented by Dr. Norman R. InGRAHAM and (by invitation) Dr. Hersert Go Lp- 
SCHMIDT. 

Generalized Leucoderma. Presented by Dr. Meyer L. NirpeLMAN and (by invitation) Dr. Hersert Go.p- 
SCHMIDT. “ 

Metastatic Squamous Cell Carcinoma, Primary Site Not Known. Presented by Dr. Norman R. INGRAHAM 
and (by invitation) Dr. Et1zasetH Jackson. 

Subacute Lupus Erythematosus. Presented by Dr. Meyer L. NiepELMAN and (by invitation) Dr. HerBert 
GOLDSCHMIDT. 
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SAN FRANCISCO DERMATOLOGICAL SOCIETY 
Paul Fasal, M.D., President 
R. Raymond Allington, M.D., Secretary 
Sept. 16, 1955 


Nonspecific Granuloma. Presented by Dr. R. RayMonp ALuincTon, Oakland. 


A 10-year-old Caucasian-American girl has for five months had a 3 by 5 cm. granulomatous 
mass below the left scapula. Eczematization on the surface was healed after using Hydroderm 
topically: following boric acid solution cleansing, but the underlying induration and erythema have 
persisted to the present time. On Aug. 15, 1955, approximately 12 pinhead-sized, erythematous 
satellites were noted, which had disappeared spontaneously by Sept. 8, 1955. 

Biopsy report on specimen taken ‘June 30, 1955, is as follows: The microscopic sections taken 
with H and E stains show an intact epidermis. The lesion is characterized by round, oval, and 
polyhedral basophilic cells extending down deeply into the corium and surrounding hair follicles. 
No definite inclusion bodies can be demonstrated. No definite neoplastic cells can be seen. 
Acid-fast stains are negative and periodic acid-Schiff stains are negative for fungi. Diagnosis: 
Nonspecific granuloma, chronic. 


Discussion 

Dr. Epwarp J. Rincrose, Berkeley: From the clinical appearance of this lesion I should 
like to suggest that it may'be an insect-bite granuloma. However, the sections did not show the 
expected large number of eosinophiles. 

Dr. Mertin T. Maynarp, San Jose: I agree with Dr. John B. Frerichs (whose remarks 
are not recorded) that it is a solitary lymphoma. I could see nothing granulomatous and do 
not think that an insect bite had anything to do with it. 

Dr. Rees B. Rees: Dr. John Fromer mentioned the case of a child who was sent for 
cathode ray therapy with a diagnosis of mycosis fungoides. The lesions spontaneously resolved. 
They were insect-bite reactions. 

Dr. FrepertcK G. Novy, Oakland: I think that a simple curettage and desiccation will 
cure this lesion. I agree with the first discusser that I should like to see a little more reaction 
to call it a granuloma. 

Case for Diagnosis: Acrokeratosis Verruciformis (Hopf). Presented by Dr. Peter L. BEAL, 

Redwood City. 

A 3-year-old white boy has had the presenting lesions on his right arm and foot since early 
infancy. A: the age of 3 months these lesions began to develop and were regarded as birth 
marks and were given x-ray therapy by a local radiologist. The lesions have continued to 
grow slowly and develop a heavy keratotic surface. Various types of local therapy, including 
podophyllin and keratolytic agents, have failed to influence the lesions. In February of this 
year, 1955, the lesions were treated with liquid nitrogen under a general anesthetic. In May 
the foot lesions were again treated with liquid nitrogen. Since May the keratotic element has 
been kept soft and comfortable with mild keratolytic ointments. 

Blood count and urinalysis were normal. The report by Dr. John B. Frerichs on a biopsy 
specimen stated: The keratin is extremely thick and very well formed. Under it the epidermis 
shows a much heavier granular layer than normal, and some definite but slight hyperplasia of 
the other layers. All the cells look benign and irregular structure is not made out. A trivial 
nonspecific chronic inflammation is seen in the uppermost cutis. The intracellular edema pro- 
ducing the so called “basket-weave” appearance in the granular layer, characteristic of epider- 
modysplasia verruciformis is not present here. The appearance is one of benign hyperplasia 
of the epidermis, with marked hyperkeratosis.. 


Discussion 
Dr. Rees B. Rees: I suggest a diagnosis of epidermal nevus. 


Dr. Epwarp J. Rincrose, Berkeley: I believe these lesions are all infectious verrucous 
lesions—verruca plana or verruca vulgaris. 


Dr. Mortimer S. FALK, Reno, Nev.: I believe this is an epidermal nevus or a nevus unius 
lateris. The warty growths are confined to the area where the mother says there had been a 
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hemangioma. Mixed types of nevi with verrucous and vascular components do occur. These 
lesions can be destroyed by electrodesiccation and curettement, but one has to go rather deeply 
and they sometimes heal slowly. 

Dr. HerMAN V. ALLINGTON, Oakland: There is a clear history that a “strawberry mark” 
type of hemangioma was originally present. The mother describes it both by name and by 
description in a way that I think would be hard to mistake. This speaks against its being a 
verrucous nevus. I agree with Dr. Ringrose ‘that the most likely diagnosis is verruca vulgaris. 
I would recommend conservatism in treatment rather than deep destruction. 

Dr. Mertrn T. Maynarp, San Jose: I suggest that autoinoculation be attempted in order 
to prove the diagnosis of verruca vulgaris, recognizing the fact that considerable time will have 
to elapse before the proof will be made. It would be a mistake to destroy these lesions deeply. 
There might be sloughing and a good deal of difficulty afterward. The use of carbon dioxide 
snow would be reasonably conservative, but I should hesitate f> do anything unless I was sure 
of what I was treating. Autoinoculation might be a useful procedure. 


Dr. Paut M. Crosszanp, Santa Rosa: For the benefit of the younger dermatologists, I 
would like to point out that roentgen-ray treatment of a hemangioma should not result in 
chronic radiodermatitis, as it has in this case. The fact that numerous hyperkeratotic lesions 
have appeared in an area of radiodermatitis strongly suggests that these lesions are roentgen- 
ray keratoses. The histologic sections should be reviewed with this in mind. I also suggest 
that roentgenograms of both feet be made ‘and compared to see if bone growth in the involved 
foot has been retarded because of excessive irradiation of the epiphyses. The existence of 
similar lesions on the sole also points to a diagnosis of roentgen-ray keratoses. It seems likely, 
from their location, that this patient, being an infant, was lying down during the treatment, 
and that the foot therefore extended in a vertical position. The toes, then, might not have 
been perpendicular to the x-ray beam. In that position, the beam would strike them obliquely, 
and a good deal of the exit dose would be distributed on the sole, in a region conforming to 
to the area of these lesions. 

Dr. Kemp H. Downy: I agree with the discussers who felt that these are simple verrucae, 
and a conservative method is probably the choice here. This child has a rather unsightly scar 
on one arm where the lesions have been removed radically in the recent past. The child should 
be left alone for a period of a year, provided there is no spread of these warts. If so, I would 
suggest nothing more than that possibly the child might be given a general anesthetic. Then 
taking a simple Tieman curet and curetting these out not too deeply, not enough to produce 
more scarring, particularly in this location, and touching the base with podophyllin I feel in 
these juveniles will do just as much for them without scarring as going after them with more 
radical means, such as the desiccating currents, and so forth. 


Dr. Epwarp J. Rincrose, Berkeley: There were multiple verrucae a great distance from 
where the x-ray therapy was given. The boy’s mother stated that the sites of some of the 
lesions on the sole were not in the area treated with x-rays. 


Dr. Peter L. Beat, Redwood City: The suggestion that this is a radiodermatitis, or result 
of radiation, is not consistent with the history. As Dr. Ringrose pointed out, the lesions extend 
quite extensively beyond the toes and go back onto the heel and spread all over the sole where 
no radiation had been given. The lesion on the dorsum of the toes was very vigorously treated. 
I had the youngster under a general anesthetic in the hospital when I did this with liquid 
nitrogen and while the lesion was suppressed it has continued to grow after recovery and has 
not shown any sign of reduction in size. I treated many of the small ones just as vigorously 
and in my experience I have yet to see at least a small isolated wart whether it is on the sole 
or the dorsum of the hand or any thin skin resist such liquid nitrogen therapy. And on the 
basis of that and possibly on the histological basis I don’t feel that these are warts. 

Case for Diagnosis: Tuberculid en Plaque; Lichenoid Tuberculid. Presented by Dr. Epwarp 

J. Rrncrose, Berkeley. 

A 35-year-old white clerical worker has had no serious illnesses. About one and one-half 
years ago he developed a group of papules on the lateral aspect of his right ankle, which 
because of their symptomless nature were given little attention. During the last several months 
he has developed new. lesions on his trunk and both his upper and lower extremities. These 
lesions have been symptomless but because of their increasing number prompted him-to seek 
medical advice. He was born in Wyoming and recent years have been spent in Denver, prior 
to coming to California within the past year. 
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On the lateral aspect of the right ankle is a palm-sized patch of atrophic skin with slight 
hyperpigmentation and erythema and with a slightly elevated, erythematous border. On the 
flexor aspect of the middle of the left forearm is a slightly erythematous, somewhat nodular 
and mildly atrophic patch of skin about the size of the sagittal section of a lemon. This is 
somewhat angular and at its border there are flesh-colored nodules which are slightly smaller 
than a split BB to bird shot in size. These nodules have a translucent, grayish dot at their 
centers. Many of these are confluent but some are discrete. The larger patch seems to have 
been formed from confluence of these nodules followed by atrophy. On the volar aspect of 
the left wrist are many similar papules or small nodules, some of which are completely discrete 
and others joining into linear patterns and patches, There are similar discrete papules and 
patches sparsely scattered over both arms and forearms and a similar patch on the left thigh 
and left side of the trunk near the belt line. Physical examination was normal, except for 
the skin lesions. 

Histopathology—In the upper dermis there are prominent perivascular inflammatory 
changes. These vary from a dense infiltration of round cells, mostly lymphocytes, but with 
some plasma cells in some areas, to accumulations of epithelioid cells and giant cells ‘sur- 
rounded by a zone of lymphocytes, to areas of fibrosis with numerous fibroblasts, and to varying 
mixtures of the preceding changes. In places the blood vessel walls as well as the perivascular 
tissue are involved in the inflammatory reaction. The epidermis and deeper dermis appear to 
be essentially normal. 

Laboratory Findings.—Tuberculin test in intermediate strength was negative. Repeat tuber- 
culin test with second strength tuberculin (0.005 mg. PPD) was definitely positive, there being 
an area of edema in excess of 1 cm. and an area of erythema between 2 and 3 cm. Guinea pig 
innoculation study with biopsy material failed to reveal tubercule bacilli or other infectious 
agent. No treatment has been given to date. 


Discussion 

Dr. ARNE E. INGELS: It is preposterous to offer a diagnosis after a few seconds’ examina- 
tion of the slides where caseation foci and giant cells were absent, i.e., offhand not conforming 
to tubercles. Acid-fast organisms have not been demonstrated. Only after further study could 
such a diagnosis be offered histopathologically. Clinically I felt the lesions on the fingers and 
hands, three or four lesions, were so definitely angular in configuration, round, raised, shiny 
with a delled center, that I would not have the courage to call this a tuberculid en plaque. 
The more so since no atrophy was seen. One square lesion, 2 by 2 cm., at the right ankle- 
heel region laterally, had lasted two weeks according to the patient. Altogether the patient 
looks much too well for an extensive process of tuberculid as has been offered for diagnosis. 

Dr. Kemp H. Dowpy: I think if we saw these hand lesions without seeing the rest of the 
skin pathology most of us would call this granuloma annulare. The lesion on the leg with the 
border that is present could fit into this, although it is atypical. I think that possibly more 
study should be done from a pathological standpoint and possibly a biopsy should be made of 
one of the early lesions from the hand. 

Dr. Paut Fasat, San Rafael: I agree clinically and histologically with Dr. Ringrose’s 
diagnosis of tuberculid. 

Dr. Epwarp J. Rincrose, Berkeley: Certainly granuloma annulare has to be considered, 
but I think it can almost immediately be discarded. In the first place, the initial lesion of 
granuloma annulare is a very hard lesion and usually a rather uniformly pink or flesh-colored 
hard papule. As it progresses, the border remains a very hard, indurated lesion. These lesions 
are relatively soft, and scrutiny of the earliest lesions reveals very definite grayish or brownish 
centered papules. These centers are single apply-jelly brown nodules, like those you see in 
other forms of skin tuberculosis. This man has had a large annular lesion on one ankle which 
has steadily progressed for a period of a couple of years. Within this are a few small nodules, 
but there is no uniform flat complete clearing like that seen in granuloma annulare. I think 
his lesions may perhaps best be explained by a focus of tuberculosis somewhere within the 
body which we haven’t been able to find through x-rays of his chest, at least, and that he gets 
a shower of tubercle bacilli which have been attenuated greatly, and that they lodge in the 
skin, producing these individual lesions. Usually the spread he has around them is with multiple 
new papules, although some lesions have a continuous spreading border. A close scrutiny of the 
sections shows very definite vascular involvement, and I think some of the bacilli break loose 


111 











A, M. A. ARCHIVES OF DERMATOLOGY 


and spread peripherally, causing the peripheral progress of the lesion and also new papules 
at a distance. This man has been very patient..He has had no therapy since he was presented 
here last March. We have since done a guinea pig inoculation which was negative, and it 
usually is negative in tuberculids. I plan to start him soon on isoniazid, unless someone has 
something better to suggest. 

Dr. Rees B. Rees: I suggest a trial with chloroquine if that fails. 


Erythema Annulare Centrifugum. Presented by Dr. Frank Haicut and Dr. JoNAS SCHREIDER. 


A white girl, aged 2%4 years, had generalized dermatitis involving the trunk, front and 


back, both arms and legs, and the face. This began approximately five months ago and first 
appeared on the trunk (front and back). She has a polycyclic, erythematous series of ring- 
like lesions which have been growing eccentrically, break up and disappear and are replaced 
by new elements which follow a similar course. Primary lesions appear on the trunk with 
large pinkish-yellow rings with .elevated borders in festoon or are shapes. Also annular and 
gyrate shapes are seen from time to time. There is very little scaling and no induration. At 
no time was there any border developing at the periphery of the lesions. No telangiectasia or 
purpuric spots were noted. Laboratory examinations showed differential count to be normal; 
urinalysis, normal; hemoglobin 12.2 gm. per 100 cc., 76%; red cell count, 4,070,000; color 
index, 0.95. A culture taken of the throat smear showed almost pure culture hemolytic strep- 
tococci. No biopsy was done. The child has been under constant care since May 9, 1955. She 
has had, at times, complete resolution followed within a few days by a recurrent crop exactly 
similar to the previous one. The child’s general health appears to be normal. She feels well 
and plays normally and at no time has given any indication of being clinically ill. She has 
had the usual treatment for erythema multiforme. She has been given Gantrisin and penicillin 
for her throat infection and also Ilotycin. Because of her low hemoglobin, she was placed 
on iron therapy. She has been given ultraviolet light. The disease remains active despite any 
type of therapy that has been administered. 


- Discussion 
Dr. FrepertcK G. Novy, Oakland: I agree with the diagnosis. All I have to suggest is to 
search once again for foci of infection. 


Dr. Rees B. Rees: I think the child should be thoroughly investigated for rheumatic 
disease. 

Dr. Frank Haicut, Oakland: Andrews, commenting on erythema annulare centrifugum, 
said something that I have had no experience with and thought perhaps some of you may 
have had. He says that sometimes these things are precursors of malignancy developing in 
children. The fact is that she has such a low hemoglobin. Whether or not there is an insidious 
malignancy developing in this girl, I don’t know. We have been unable to find it. Also, there 
is some relationship, according to the account in his book, to an incipient dermatitis herpeti- 
formis. But the question of whether this is a simple erythema multiforme or the centrifugum 
type is something that some of the other doctors have seen and disagreed about. 


Xeroderma Pigmentosa. Presented by Dr. Girpert A. BerrNeE and (by invitation) Dr. JouNn 
WHEELESS. 


A girl, aged 8, had dry skin and pigmentation noted by her mother soon after birth. These 
signs increased gradually as the patient became older. The first keratoses and squamous-cell 
epitheliomas were removed from the face at the age of 3 years. Since that time currettement 
and desiccation of similar lesions has been necessary on the average of about once a month, 
resulting in considerable loss of tissue, especially about the face.” Excision of lesions with skin 
grafting was performed on one occasion. On April 19, 1955, the right temporal area was 
planed to see if any retardation of the process could be achieved. The patient is now presented 
to demonstrate the effect of this planing. The skin at present shows multiple ephelides, 
keratoses, and beginning malignancies, as well as scarring from previous surgery. These 
changes are most marked on the exposed areas of the head and neck, arms, and lower legs. 
In the right temporal region there are definitely fewer ephelides and keratoses than on 
the other skin. The general physical findings are noncontributory. 


Discussion 
Dr. Frances Torrey: The patient was presented because the area on the right forehead 
had been planed. That gave a quite good result. 
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Dr. Rees B. Rees: As far as I know this is the most promising approach in the treat- 
ment of this sort of problem. These poor little girls—her sister is moribund now—have been 
coming to the University almost from birth for the removal of keratoses, epitheliomas, and 
the like. This thought of regeneration of epithelium from adnexae was first brought to my 
attention by Ralph Luikart, and even though one may object to the notion of doing it for 
farmers’ and sailors’ skin, that condition is another possibly fertile field for the avid planers. 
Epithelioma Adenoides Cysticum with Basal-Cell Carcinoma. Presented by Dr. Herpert L. 

JosePH, Vallejo. 

A man aged 40 has had many waxy nodules and papules on the face since age 14. The 
lesions are becoming more numerous. A large lesion on the chin has been ulcerated and bleed- 
ing for two months. The mother had a similar condition, which the patient states improved 





Epithelioma adenoides cysticum with basal-cell carcinoma on the chin. 


and disappeared during the menopause. Two brothers have the condition, while another 
brother and a sister have no sign of any skin disease. The lesions are pearly papules and 
nodules, which are waxy, firm in consistency and up to 0.5 cm. in diameter, both accuminate 
and discrete, occurring in large clusters on the nasolabial folds and scattered over the cheeks, 
forehead, chin, and behind the ears (Figure). There is a deeply ulcerated lesion with a rolled 
margin, 1.5 cm. in diameter, on the right chin. The most recent biopsy specimen was taken 
from the ulcerated lesion. The initial specimen was taken from the left nasolabial area in 
1952. Both slides are presented. A discussion regarding the possibility of planing will be 
appreciated. 


Discussion 

Dr. Ciinton BeIRNE: There is one aspect of planing which I think is going to become 
medicolegal. “And that is this: People who are doing planing should avoid being accused of 
grinding things off, with the exception of scars. In the case of the child with xeroderma 
pigmentosa, as in the case of persons with farmers’ and sailors’ skin, I think all lesions should 
be thoroughly removed by curet and desiccation. They should then either be allowed to heal 
to see that they are all out or at that time the patient could be planed. The same holds true 
in this case of epithelioma adenoides cysticum. If someone wanted to curet and desiccate all 
the lesions, which is a rather heroic task, the residual scars could justifiably be planed, I 
think. Even when we are planing persons with diffuse acne scars, we are very careful to put 
in our charts that no nevi are touched with the brush. Eventually someone is going to get 
sued when malignancy develops (coincidentally) after planing. 
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Dr. Hersert L.: Josep, Vallejo: The term multiple benign cystic epithelioma is often 
applied to this condition. If one agrees that basal-cell epithelioma is a malignancy, the word 
“benign” must not be used in this case. Apparently the development of frank basal-cell carci- 
noma is not infrequent in this disease. It is a trichoepithelioma, so this might be expected. 
It is quite clear in the section from the lesion on the chin that it is a straightforward en 
masse typeof basal-cell carcinoma with a pattern entirely unlike the cystic structure seen in 
the section from the nasolabial area. The history of this patient’s mother, in whom the disease 
disappeared during the menopause, is most interesting. I have not seen the mother, since 
she lives in another area, but if this actually occurred it is suggestive of a hormonal influence 
on this type of epithelioma. This should be investigated further. I was surprised that those 
experienced in planing were unwilling to treat at least a small trial area. 


Epidermolysis Bullosa. Presented by Dr. PAut Fasat, San Rafael. 

A 2-year-old child has had severe epidermolysis bullosa since birth. Of various treatments 
instituted, Drisdol by mouth seems most effective. Father of patient suffers from same con- 
dition, but to a slighter degree. 


Discussion 

Dr. Mortimer S. Fax, Reno, Ney.: I can’t recall whether this was reported verbally or 
actually recorded, but Dr. John Lamb had some success with the use of pregnenalone in the 
treatment of epidermolysis bullosa. A case was presented at the Pacific Dermatological Asso- 
ciation meeting in Colorado Springs last year, and I mentioned the fact that I had treated one 
patient with some improvement. Dr. Clarence Livingood also suggested a trial of this steroid. 
Since then I have had further experience with negative results. However, I would like to 
suggest the use of pregnenalone in a dosage of at least 400 mg. a day so that we can compile a 
series to see if it is of any value in this condition. 


Lichen Planus (Hypertrophic). Presented by Dr. WALTER E. WesER, Santa Rosa. 
Discussion 

Dr. Rees B. Rees: Podophyllin, 5%, in tincture of benzoin or acetone could be painted on 
one lesion and an occlusive dressing applied to see what would happen. Of course, you would 
have to warn the patient to remove it if there was any reaction. 

Dr. Hersert L. JosepH, Vallejo: By giving long courses of 6,000,000 to 7,000,000 units 
of penicillin, Scandinavian dermatologists have obtained good results in treating lichen planus. 
I used this method recently in a man with very resistant hypertrophic lichen planus much like 
Dr. Weber’s patient. Itching was-definitely reduced, and the lesions flattened out somewhat 
a month after completing the course of penicillin. He is still under observation, and the 
lesions remain nonpruritic and continue to improve slowly. I shall be surprised if he is cured, 
but it has helped him more than any previous therapy, including x-ray, chloroquine, bismuth 
and occlusive, dressings. 

Dr. Greorce T, LENAHAN: I have used the massive penicillin therapy in two cases of acute 
lichen planus with spectacular results, but I doubt very much how effective it would be in a 
hypertrophic lichen planus and I still feel that the least painful and best method is infiltration 
of the individual lesions with hydrocortisone acetate. 

Subcutaneous Fat Necrosis. Presented by Dr. J. B. Ricuarpson, M.C. 


Case for Diagnosis: Chronic Erysipelas of Face and Elephantiasis Nostras. Presented by Dr. Rosert WaL- 
.TON and (by invitation) Dr. JosepuH N. Aaron. 


Case for Diagnosis: Lupus Erythematosus; Dermatomyositis. Presented by Dr. Manuet F. ALLENDE and 
Dr. Witttam G. BALiincer. © 


Lupus Miliaris Disseminatus Faciei. Presented by Dr. Water E. WeseEr, Santa Rosa. 
Case for Diagnosis: Lichen Planus? Presented by Dr. Watter E. WeseEr, Santa Rosa.. 
Diffuse Lepromatous Leprosy. Presented by Dr. Paut Fasat, San Rafael. 
Lymphangioma Circumscriptum. Presented by Dr. WaLTER E. Weezer, Santa Rosa. 
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Reference to Occupational Dermatoses 


V. PARDO-CASTELLO, M.D., Habana 
etnias 








Tropical medicine varies according to 
the part of the world in which it is 
located. The American tropics, the 
African tropics, and the Asiatic tropics 
have a few diseases in common, but many 
entities are peculiar to or prevalent in 
one part of the world and not in the 
others. This very well-known fact in- 
fluences the pathology of separate areas 
of the world so much so that the ex- 
pression tropical medicine must be ac- 
companied by an explanation of the part 
of the tropics in which it is studied. 
Furthermore, the conditions which are 
common in some countries of the same 
continent are not prevalent or even pres- 
ent in another, and, more precisely, con- 
ditions prevalent in rural areas cannot 
be found in the cities of the same coun- 
try. For instance, if one were to look 
for pinta (mal del pinto) in Mexico City, 
it would be difficult to find even one 
case; if one were to look for a case of 
chromomycosis in the city of, Habana, 
Cuba, or in San Juan, Puerto Rico, or of 
yaws in the capital of Haiti, it would be 
practically nonexistent, while the same 
conditions would be plentiful in the rural 
zones of the same countries. 

Even in a limited tropical zone, as the 
Caribbean islands, there are other fac- 
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tors, such as race, mode of living and 
of eating, and hygienic habits, which in- 
fluence the pathology of the region. 

Inhabitants of the Spanish Antilles 
such as Cuba and Puerto Rico, are 
approximately 70% white and 30% 
colored of African descent, with admix- 
ture of both races. Haiti is almost 95% 
colored of African descent, with some 
admixture of white of French or German 
descent; the lesser Antilles have a pre- 
dominantly colored population of African 
origin and a small white population 
which remains almost entirely isolated 
from the colored although mixtures do 
exist; East Indians and Jews and Chi- 
nese also inhabit some of the Caribbean 
islands, besides the colored Africans and 
the white Europeans; admixtures of 
these also occur, although infrequently. 
Last but not least, a native of American 
Indian population must be taken into 
consideration on the fringes of the 
Caribbean, such as Central America, the 
coast of Venezuela, and Colombia. 

For these reasons it was considered 
interesting and useful to study a large 
number of patients from the rural zones 
of Cuba, being confined to this study to 
those patients whose occupation is to till 
the soil or who are in any other way 
connected with farming and harvesting— 
husbandry, in other words, including the 
raising and culture of animals and the 
handling of their products. 

The result of this survey is surprising 
in many ways and raises the question of 
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revising some of our ideas and concep- 
tions on tropical dermatology and on the 
prevalence of certain dermatoses in the 
American tropics. 

I believe that the remarks made here 
as well as some of the conclusions may 
be applied to the Caribbean as a whole, 
after consideration of the experience of 
other colleagues in this area. 


Dermatology in Rural Cuba 


One thousand seventy-four clinical his-. 


tories of patients from the rural zones 
of Cuba, all of them working at farming 
or allied chores or living in contact with 
the soil and its products were taken from 
the files of the Department of Derma- 
tology of the University Hospital in 
Habana, Field researches were made in 
a large sugar mill and surrounding terri- 
tory as weil as in a large rice plantation. 
No discriminations were made.as to race, 
sex, or age. The conditions for which 
these patients were studied were limited 
to dermatoses, but taken into consider- 
ation were the general health of these 
patients and the clinical and laboratory 
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investigations which could throw light 
on their skin diseases. 

Of the 1074 patients, 884 were white 
and 190 were colored ; 857 were male and 
217 were female. 


Eczematous Dermatitis 





Fig. 1—Acute dermatitis and edema due to con- 
tact with Comocladia dentata. 


A large number of patients, nearly 
24%, suffered from eczematous derma- 
titis, in most cases of contact typé, of 


Classification of Conditions Studied 














Conditions Cases Percentage 
CT a Us TASER Sg gene Mba Cease ass pe Oe eM AY oa aa ae! RLONTRNEY EITC A 2 ee att nmr Maas NRE BENE pop Peeper OO lees. 70 
2. Malignant Sindee pee we Le Ba neato 10.24 
3. Superficial mycoses__.... hha PRR Re OO 8.56 
4. Venereal diseases, (syphilis, chancroid, lymphogranuloma venereum, granuloma inguinale, 

Sunwin MennINAtTOy ee Meee ee Syke Ae aie ae 7.63 
fo SRP ac nieetart st srs tag tree ates Pec tf 
iMRI OREN 8c oc ol te et ee ea ee eo a Ces Sree SUA au a WG” aRe ooo we nies ‘ 
gg cocvaye aeons eens tenet appr teee ia OS aps 353 
° mycoses: chromomycosis, actinomycosis, sporotrichosis...........-.......-----.-------------- 38 9 -------- < 
aon ee ee a. ce 
10. Fo iculitis nn gn aE Ha Ieee eS Mca py al BOE sie te eR UAEERRG BONN TUSSI BH pr Be oe PCO Se cae 3.17 
I BSR og 2 SR RRS SSS ie OM gcse tara a ASA SGOT A Naame Gi Aa con Ne RURORED ROY nge aee RIOn ES Seis eiaompe 2.70 
TER, Is IONS STN ae i ee ee eo oacke lan cony ieee ae 2.32 
ae ee ee ee ES RE SARS RNa RON NSE ah tts eld Rea re are tar ee apa peso Mien ae RR eee a HE A 2.14 

14. Congenital dermatoses: hydroa aestivale, epidermolysis bullosa, neurofibromatosis, nevi, 

ON RS ESRC SAIL | SRR EON EER alcce MOON DDS DE ND RRR Ree as ee ES a ag 1 et ee ier: 1.76 
Rib: -PaRNAMnEtS MO RODINIION 5 oe Ne Pea ahs a Sa A es ae oeee hg Se Rae oe 1.67 
16. Benign growths: lipoma, fibroma, sebaceous cysts, cornu cutaneum, senile keratoses, senile 

seborrhea, gee ee TRG ESE CR GR 4 LBD heat BRON Ra Baek Pata RAR 4 eo 1B aces 1.67 
pe eT" ERS AEEES SRR: POS Dea Sid aoe gm Cha oka URE Rte Seen ing pa aC GU a eae eieepien peg gS aoe ( Deer datos 1,30 
18. Neurodermatiis Faas htt ae Pa a OA i ne a a ea Nae ous 1.30 
BU; WOM re toe i ce he ets a ene en OR seen atoe Gere. ee a ae ke ER aaa 1.21 
20. Pabenoaicals cutis: lupus vulgaris, tuberculids, scrofuloderma, primary inoculation ulcer, tuber- 

culous sinus, dermatitis nodularis necrotica_..............-.-...-.-------.--------------------- Gor casas 0.83 
ia ee AUS ME TOO) ce ee ea ln uae Gnmh cea sy ced ecb eu eucuae 9 0.83 
Wie RNR ee ie ee ey yee 8 0.74 
UL AOE SSeS CASE RCo ode oak eae Lanny ee emia ee tee a ae ee a a ee eas 8 0.74 
8 ONS RE eee a RLS pe Ee NER ga oR Get Run Rios nn emee lp en Cy AA ay nena oe pe ES re 6 0.55 
eh: MU OIOO oe ig ka Re el es eee oe ag baccvblysadunwuamiene 2 0.186 
cE TS OS ae Re EP SIS SIRS Lie UCL NES rd et oe, Rape naam et aia To WC ohn ae Reena 1 0.093 
se A ea in rr eo oe 1 0.093 
0: TOS ee Ca os oe ieee eeru era come 1 0.093 
29. Various: pa vulgaris balanitis xerotica, Boeck’s sarcoid, PR nog dermatitis ambustionis, 

erythema multiformis, granuloma pyogenicum, herpes simplex, he’ zoster, keratoderma 

plantaris, leuco conan , myxedema, purpura, pruritus, paronychia, polyarteritis nodosa, pity- 

riasis rosea, prurigo,!porokeratosis, rosacea, roderma, urticaria, vaselinoma-.-.-.... Oo Seewcnad 5.21 
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which there were 221 patients. In the 
majority the condition had started on 
hands or feet or both at the same time, 
later spreading to other areas. In 74 
cases the condition became generalized 
or universal, needing hospitalization. 
The original etiologic agent was difficult 
to trace, but in a large number of cases 


~the dermatosis was due to contact with 


weeds or with other plants or trees, con- 
tact with tough shoe leather or many 
other agents, including fertilizers and 
insecticides. Contact with plants such 
as Comocladia dentata (guao), Parthe- 
nium hysterophorus (mugwort), Eu- 
phorbia lactea (mottled spurge), 
Pedilanthus lithymaloides (slipper plant), 
Mucuna pruriens (pica-pica), Metopium 
toxiferum, and with trees such as Man- 
gilera indica (mango), Anacardium occi- 
dentale (cashew nut), Citrus aurantifolia, 
(creole lemon), and woods such as ma- 
hogany, baywood and cocobolo. Hand- 
ling pineapples, tobacco leaves (fresh or 
dried), sugar cane, rice hulls, and many 
other products was mentioned as causa- 
tive by patients. Dipping solutions for 
cattle, fertilizers, chicken insecticides, 
tobacco insecticides, insect bites, lime 
paint for fences and barns, and charcoal 
making were also claimed by patients 
as the original offenders. Only 14 pa- 
tients insisted that contact with sugar 
cane caused their condition, starting on 
hands and feet. The well-known “ber- 
loque” dermatitis due to contact with the 
oil of the rind of limes, lemons, and 
tangerines is frequent in Cuba among 
agricultural workers working in*the sun- 
light. Imperfectly tanned shoe leather 
causes reddish discoloration and derma- 
titis of the feet. 

As dermatophytosis was present in 
manv cases, injudicious treatment with 
ointments and powders could have caused 
contact dermatitis or aggravated it, as 
well as working conditions in wet, rough 
soil plus trauma. 

Dermatitis of the ears and cauliflower 


ear mentioned by Ronchese,' due to 
carrying bundles of cut sugar cane on the 
shoulders, has not been reported in 
Cuba. 


Malignant Tumors 


Malignant growths were present in 
110 patients, 10.24% of the total number 
of patients seen from different farming 
districts. In the same private city prac- 
tice, of 7438 cases, only 2.72% were of 
malignant growths, which shows the 
greater incidence, more than four times 
as frequent among those who live in the 
open spaces exposed to long hours of 
sunlight and to the elements of rain, 
dust, and wind, as experienced in the 
rural areas in a tropical climate. 

Of these malignant conditions, 53 were 
basal-cell epitheliomas; 45 were spindle- 
cell epitheliomas; 1 melanoma, 1 meta- 
static carcinoma (rectum), 3 sarcoma, 3 
granuloma fungoides, 1 lymphoblastoma, 
and 3 were unspecified. Of the patients, 
100 were of the white race; 10 were 
Negroes ; 94 were male, and 16 female. 

The great majority of these growths 
of the basal-cell and spindle-cell type 
were located on the face and extremities. 
There were 59 located on the face and 
neck, 16 on the penis, 12 on the lower 
extremities, 5 on the trunk, 5 on the 
hands and forearms, 2 on the tongue, 1 
in the inguinal glands (metastasis from 
rectum), and 1 melanoma of the foot. 

The large number of cases of epithe- 
lioma of the penis is due to the frequent 
occurrence of phimosis and the coexist- 
ing retention of sebum, resulting in 
chronic inflammation. Most of these 
cases were treated surgically ; a few early 
cases were successfully treated with 
roentgen rays or radium. In most cases 
the prognosis is poor, and the great 
majority of patients die from metastases 
within one to two years after operation. 


Superficial Mycoses 
In dermatophytoses of the feet the 
fungi recovered were Trichophyton men- 
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tagrophytes, T. mentagrophytes var. 
interdigitalis, T. rubrum and T. floccu- 
sum, 

In tinea cruris T. rubrum was present 
in the great majority of cases, Micro- 
sporum gypseum var. nana in one case 
only. 

In sycosis parasitica, beard and mous- 
tache, T. mentagrophytes and T. rubrum 
were cultured. 

In tinea capitis T. tonsurans was iso- 
lated in one case and M. canis in the 


others; of the latter, two cases were of 


the kerion type. M. aouduini is not 
found in Cuba. 
Generalized tinea in adults, seen in 


three patients, was a remarkable condi- 


Fig. 2.—Generalized tinea in a woman, caused 
by Trichophyton rubrum. 


Fig. 3—Sycosis parasitica caused by Tri- 


chophyton mentagrophytes. 
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tion caused by T. tonsurans in one case 
and T. rubrum in two others. The dis- 
ease affected the glabrous skin, the 
scalp, the nails, and even the eyebrows 
and the eyelids in one case. Two were 
women and one a man, all whites and 
adults. The hair of the scalp of one 
woman was practically nonexistent, there 


being only a few strands of hair; the- 


hair: follicles were hyperkeratotic, and 
the corneous plugs were filled with 
spores; the nails of hands and feet were 
crumbly and flaking off; the patient had 
no eyebrows and no eyelashes, and the 
whole skin was red, scaly, and covered 
with follicular papules. From all the 
lesions T. rubrum was readily cultured. 
All attempts to cure these cases failed, 
with local means as well as injections of 
autogenous and of polyvalent vaccines, 
the latter obtained from a Philadelphia 
laboratory; the patients were improved, 
but after several months of treatment 
were not cured. One of the patients re- 
mained in the ward for skin diseases for 
nearly a year. This condition we have 
never seen in a city patient, although 
tinea cruris and tinea circinata caused by 


_ T. rubrum of quite extensive distribution 


are observed frequently but fairly easily 
cured with antifungal treatment. 

Moniliasis of the female genitals was 
observed in two cases. This condition 
seers to be a great deal more frequent 
among city women than among rural 
women. 


Deep Mycoses ; 


Chromomycosis is encountered almost 
exclusively among rural residents and 
rarely among town or city inhabitants 
whose work puts them in contact with 
the soil or its products, such as garden- 
ers, woodworkers, and others. All pa- 
tients with chromomycosis were males; 
29 were whites and 4 Negroes; all were 
adults. In all cases Hormodendrum 
pedrosoi was isolated and cultured. Only 
one case of our series was not a field 
worker, but a fisherman living in a settle- 
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ment near the coast, but in rural sur- 
roundings. 

The treatment of chromomycosis was 
formerly disappointing, unless surgery, 
x-ray, or electrocoagulation was em- 
ployed early; however, recently the 
treatment, first reported by Bonilla? of 
Costa Rica, with vitamin De in high 
dosage plus potassium iodide internally, 
has been very successful in early cases. 

Many of our patients had become in- 
capacitated, amputation of the affected 
extremity, which as a rule was useless, 
being the only possible treatment. Two 
cases of lymphangitic chromomycosis 
were seen, both of the upper extremi- 
ties. This is a rare occurrence. 

Chromomycosis is very common in 
Puerto Rico, Costa Rica, and Panama, 
and has also been reported from Jamaica 
since 1952.* 

Other deep mycoses were two cases of 
mycetoma, in both of which Nocardia 
brasiliensis was isolated in cultures. 
Both were male sugar-cane harvesters 
and in both there was a history of injury 
with a stone or a sliver of cane bark. 
This is usually the case in all the 
mycetomas we have seen in Cuba. We 
believe that the name Madura foot should 
be discarded and the condition named 
after the causative organism, nocardi- 
omycetoma in our cases. These cases 
are usually complicated with osteomye- 
litis of the metatarsal and tarsal bones, 
which makes treatment useless unless 
removal of the affected bones or ampu- 
tation is performed. 

Sporotrichosis was present in two 
cases with location on the upper ex- 
tremities ; the history is that of an injury 
by an unspecified object. Both cases 
were of the lymphangitic type. Sporo- 
trichum shenckii was cultured from 
these cases. 


Psoriasis 
The rarity of psoriasis in tropical 
climates has been stressed for many 





* References 3 and 4. 


years. However, such is the case only 
among the colored races; among the 
white and yellow races psoriasis is quite 
common and often very severe, arthro- 
pathic psoriasis being by no means un- 
known. In recent years the frequency of 
psoriasis in the tropics has been insisted 
on by many dermatologists, and even as 
far back as 1919 Castellani and Chal- 
mers® stated: “In our experience pso- 
riasis is frequently met with in the 
tropics in Europeans and natives of every 
race.” According to Simons ® psoriasis 
in persons of European descent is often 
very severe in the Asiatic tropics. 

The tota) number of cases of psoriasis 
in our rural patients was 68, which rep- 
resents 6.33% of the total cases tab- 
ulated. Of these cases 61 patients were 
white and 7 were Negroes; 52 were male 
and 16 female. The preponderance of 
the disease among those of the white 
race is here confirmed, as well as its 
greater incidence among males. Compli- 
cations were arthropathic in four cases, 
erythrodermic in four cases, and pustular 
in one case. Mucous colitis, intestinal 
parasitoses, and decayed teeth were very 
common among psoriatics. 


It may be worth while to mention that 
in two cases of psoriasis treated with 
intramuscular injections of cysteine, 
there was a rapid aggravation, causing 
a generalization of the condition which 
lasted for several months. Both patients 
were young white men. 


Animal Parasitoses 


It is interesting to mention a case of 
tunga penetrans with more than 150 
lesions on feet and hands. The patient 
was lost for several days in the sandy 
vicinity of Cape San Antonio, in the 
western tip of Cuba. Soaking in a 20% 
solution ‘of creolin-saponified coal-tar 
creosote was a most effective method of 
destroying this huge number of para- 
sites. 
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Leprosy 


Leprosy beginning in old age was ob- 
served in two patients, one of whom was 
a woman 80 years old, the other a man 
aged 76, the next oldest. 


Leg Ulcers and Malum Perforans Pedis 


Cases of malum perforans pedis (per- 
forating ulcer of the foot) were 25 in 
number; 21 cases were in males and 4 in 
females; 21 were white, and 4 were 
colored. The location was in both feet 
3 times, in the right foot 12, and in 
the left foot 10. One or two ulcers were 
present, usually at the anterior epi- 
physis of the first and fifth metatarsal 
bones; only four times the location was 
on the heel. Trauma was alleged in 
every case, but on insistent questioning 
and general examination of each patient, 
4 cases were diagnosed as due to lep- 
rosy of the tuberculoid type, with peri- 
pheral polyneuritis; 2 were due to tabes, 
4 in spina bifida partialis without ap- 
parent manifestation, discovered only by 
radiographic study; 10 cases were due 
to trauma and to polyneuritis of doubtful 
etiology, possibly avitaminosis or alco- 
holism and avitaminosis; 1 case -was a 
diabetic polyneuritis. Syringomyelia was 
not present in any case. The four cases 
of spina bifida occulta merit special men- 
tion. This is a condition which has been 
found in several other cases of this type 
of ulcer in hospital and private patients, 
aside from the rural cases here reported. 

K. Vigors Earle* in 1942 reported 
from the British island of Trinidad 193 
cases of ulcer scars and 3 of active ul- 
cers of the legs among 1011 applicants 
for work. Of all the admissions in the 
Trinidad Hospital during two _ years, 
1.63% were suffering from ulcers. 
Among the etiologic agents, Earle num- 
bers deficient food, trauma, and insect 
bites. Spirochetae and fusiform bacilli 
were always present in these ulcers. In 
Cuban cases of leg ulcers the history 
was that of trauma, infection, and often 
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insect bites followed by pyoderma and 
ecthyma with necrosis. Two cases of 
malum perforans plantaris, classified as 
due to trauma during working hours, had 
extensive osteomyelitis of the metatarsal 


bones, which made the condition prac-. 


tically incurable. Similar cases were re- 
ported in 1931 by Foor, Allen, and 
Morton.® These authors cited the condi- 
tion described by Kiembock under the 
name of “trophopathia pedis myelody- 
plastica” as probably due to the same 
cause, that is, trauma followed by in- 
fectious osteomyelitis. 

Harvey Blank® has reported cases of 
phagedenic ulcers (Vincent’s ulcers) in 
1947 from Jamaica, Trinidad, and British 
Guiana. 


Folliculitis Decalvans of the Extremities 


Folliculitis decalvans of the extremi- 
ties has been found predominantly among 
sugar-cane harvesters; 34 were diag- 
nosed ir this series of patients; all white 
males. The condition starts on the legs 
or forearms or in both at the same time. 
It begins with a few papulopustular 
lesions about the ankle or lower part 
of the leg or of wrist and forearm, some- 
times unilaterally, others _ bilaterally. 
Usually the distribution is markedly bi- 
lateral and often symmetrical. The 
lesions advance slowly and - gradually 
upwards until the legs and thighs and 
forearms and arms are invaded in the 
course of months or years. The lesions 
are pustular, white, pinhead in size, and 


they cause considerable itching, which | 


accounts for numerous bloody puncti- 
form crusts at the follicular openings. 


No lesions are found on any other part | 
of the skin except in rare cases in which 
the follicular infection may reach the — 
pubic region, the abdomen, or, if spread-— 
ing from the forearms, may reach the 
axillae and the chest. In one case seen 
years ago and not part of this study, — 
the condition reached the bearded region © 


and the nape. Bacteriological studies 
show .exclusively Staphylococcus. aureus 








UMI 





DERMATOLOGY IN TROPICAL RURAL ZONE 








Fig. 4.—Folliculitis de- 
calvans of the extremi- 
ties in a cane cutter. 









Fig. 5—Hairs of sugar- 
cane bark, allegedly the 
cause of folliculitis decal- 
vans. 


Fig. 6.—Massive infestation with Tunga pene- 
trans. 
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and S. cutis communis. Of the patients 
here reported 25 were can cutters; one 
was a lumberjack; 3 were general farm 
hands, and 5 others worked in cane plan- 
tations or farms at odd occupations. 
Most patients blame the stiff needles 
on the bark of all types of sugar cane 


as causing the condition, and it is worth 


noting that in Cuba as well as in Puerto 
Rico and Jamaica such is the contention 
of the great majority of these patients. 

This condition is extremely chronic 
Some patients may be temporarily cured 
and resistant to all types of treatment. 
with a’ combination of antibiotics, such 
as penicillin in high doses plus tetracy- 
cline, 1 to 2 gm. daily for two to four 
weeks, or even longer if well tolerated. 
However, in almost every case there is 
a relapse as soon as work begins at the 
former occupation, especially in those 
who work at harvesting sugar cane. In 
our cases the duration varied from 1 
year in nine cases to 10 years or more 
in two cases, the average duration being 
6 years at the time of reporting to the 
dermatological service of the University 
Hospital in Habana. 

A small bundle of the suspected sugar- 
cane needles covered with sterile gauze 
and adhesive plaster was carried by a 
volunteer for one week on the skin of 
the outer aspect of the left arm on a 
fairly hairy spot. At the end of one 
week the dressing was removed; five 
lesions of folliculitis were present as 
bright red spots, but no pustules were 
observed. These follicular lesions per- 
sisted for five days and disappeared, 
leaving no trace. 


Pinta (Mal del Pinto) 


Only nine cases of pinta were seen 
in this series of patients; all were Ne- 
groes; seven were male and two female. 
The typical dyschromic lesions of the 
hands and feet, spreading up to the 
forearms and legs were present in all. 
Serology for treponematosis gave posi- 
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tive results in all. Seven patients were 
Cuban and two were Jamaican. Du- 
ration was said to be from 7 to 22 years. 
Under treatment with penicillin these 
cases are cured, but the dyschromic 
lesions may last for several years before 
clearing up, pigmentation occurring very 
slowly. Serologic tests are persistently 
positive, although finally they become 
negative after a number of years. A 
case of pinta followed for 11 years ended 
in repigmentation of the lesions until 
the dyschromic areas almost completely 
disappeared ; however, a certain amount 
of atrophy of the skin remained. 

With universal treatment with peni- 
cillin for treponematoses as well as for 
a large number of other conditions, 
pinta has become extremely rare, and I 
believe it will soon disappear from even 
the most infected areas of population, 
such as Mexico and Colombia. 


- Congenital Dermatoses 


The group of congenital dermatoses 
include hydroa aestivale, two cases; epi- 
dermolysis bullosa, two cases; Reckling- 
hausen’s disease, five cases; nevus ver- 
rucosus, five cases; nevus pigmentosus, 
two cases, and angioma, three cases. 


Miscellaneous 


Among the miscellaneous dermatoses, 
it is interesting to note that mniliaria 
tropica (prickly heat), although common, 
is never very severe and that the tropical 
anhidrotic syndrome is practically un- 
known in these islands of the Caribbean 
sea because of the cool trade winds and 
the moderate temperatures which cause 
rapid evaporation of the sweat secretion 
and cooling of the body. 

Mossy foot is now a rarity. It is the 
result of repeated bouts of lymphangitis 
due to Streptococcus infection of the 
lower extremities, infection taking place 
through cuts and abrasions on the feet. 
The repeated attacks of lymphangitis 
cause proliferation of the epidermal cells, 
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thickening of the connective dermal and 
hypodermal tissues, resulting in multiple 
moss-like prominences of brown or yel- 
lowish-brown color. Pathogenic fungi 
take no part in this process. The differ- 
ential diagnosis with chromomycosis is 
easy to make clinically as well as by 
mycologic examination. Mossy foot is 
really a lymphostatic verrucosis. 

Malignant pustule was diagnosed clin- 
ically on the hand of a white man 42 
years old, a cow puncher, and the diag- 
nosis was confirmed by culturing the 
Bacillus anthracis. The patient recovered 
under treatment with high doses of peni- 
cillin. 

Tropical diseases formerly common, 
but now on the wane are filariasis and 
yaws. In 1914 in one of the Habana 
Hospitals, of specimens from over 100 
patients, students, nurses, and attend- 
ants, nearly 10% were positive for 
Wuchereria bancrofti embryos. The same 
test carried out in the dermatological 
service of the University Hospital in the 
early 1940’s showed no cases of filariasis. 
The active antimosquito campaign main- 
tained for many years by the Cuban 
authorities with the advice and help of 
the Rockefeller Foundation, resulted in 
the practical disappearance of filariasis 
as well as of malaria. Elephantiasis and 
other complications of filariasis are rare 
today in Cuba. Two cases of filariasis 
due to Mansonella ozzardi have been 
reported from the British Turk Islands, 
north of Haiti.1° Treatment with Hetra- 
zan_ (1-diethylcarbamyl-4-methylpiperazine 
hydrochloride) has also been instrumental 
in the reduction of the number of filariasis. 

As to yaws, cases may be found in 
remote mountain sections of Oriente 
province, but few in comparison with 
the number seen before the use of peni- 
cillin and the active antiyaws campaign. 
In Haiti and in Jamaica yaws is also 
becoming less frequent as a result of 
universal penicillin treatment in the rural 
areas of those islands. 

Rat-bite fever has Been observed oc- 


casionally in Cuba, more frequently in 
rural areas. In all cases, Spirillum minus 
has been the etiologic agent. Brucellosis. 
has been reported in the form of cuta- 
neous eruption of the arms and hands 
in veterinarians. Milkers’ nodules and 
creeping eruption are also occasionally 
observed. 

Onchocercosis and leishmaniasis, com- 
mon in Central American countries and 
in Mexico, have not been observed in 


Cuba. The intermediate hosts do not 
seem to exist in the islands of the 
Caribbean. 


Occupational Dermatoses Among 
Agricultural Workers 


The conditions affecting the skin which 
may be considered as of occupational 
origin in Cuban agricultural workers are 
the following: 

Contact eczematous dermatitis 

Folliculitis decalvans of the extremities 

Chromomycosis 

Actinomycosis 

Mycetoma 

Sporotrichosis 

Supérficial mycoses: dermatophytosis of feet, 
tinea circinata, sycosis parasitica, onychomycosis, 
generalized parastic dermatosis due to Tri- 
chophyton rubrum. 

Parasitoses: Tunga penetrans, Ancylostoma brasi- 
liensis, ticks, grain acari, and other parasitic 
arthropods. 

Milkers’ nodules 

Anthrax 

Brucellosis 

Leg ulcers (pro parte) 

Malum perforans pedis (pro parte) 

Epitheliomas ef the uncovered surfaces 

Solar dermatitis and dermatoses aggravated by 
exposure to sunlight, such as lupus erythemato- 
sus. 

In other countries of the Caribbean 
area, onchocercosis, leishmaniasis, bru- 
cellosis, glanders, milkers’ nodules, 
creeping eruption, spider poisoning, and 
other rare tropical conditions may be’ 
acquired by farmers and field workers, 
cow punchers, and other workers in 
farms and plantations. 

The commonest cause of disability 
among farmers and other agricultural 
workers is contact eczematous derma- 
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titis. These cases should be included 
among the occupational diseases subject 
to compensation. In the Southwest 
United States, occupational dermatitis 
due to contact with weeds is of common 
occurrence, according to Howell.4! Of 
86 cases of dermatitis reported by this 
author, 35 were caused by weeds. The 
patients were ranchers, farmers, and oil- 
field workers. 

Philip Sneid of the University of 
Kansas, in a paper on “Dermatoses on 
the Farm,’’? reports a most complete list 
of occupational diseases in farming peo- 
ple in the United States. 

Cancer of the skin of uncovered sur- 
faces, especially of the face, has been 
recognized by many authorities as of 
occupational origin in those exposed to 
the sun. Prosser White! lists cutaneous 
cancer as a “comparatively common oc- 
cupational disease.” This same author 
states that the frequency of cancer 
among agricultural laborers, sailors, dock 
laborers, and outdoor railway men is 
200% to 300% more than the average. 

Preventive medical examination in 
agricultural workers could discover some 
of these cases before great damage oc- 
curred, and an occupation could be 
selected for these persons in view of 
the condition of their skins after exam- 
ination of legs and feet for ulcers, 
dermatophytosis, malformations, sucepti- 
bility to skin cancer, and other condi- 
tions that might lead to incapacity. 

The neglect of these cases at present 
is shown by the statistics of the insur- 
ance companies in Cuba. One insurance 
company {+ of Cuba reports on 1725 
workers treated from 1953 to 1955, of 
whom only 6 were treated for derma- 
toses. One of these patients suffered 
from contact dermatitis due to Como- 
cladia dentata, one from pyoderma, one 
from dermatitis due to a detergent, one 


+ Compafiia Federal de Seguros, Medical De- 
partment, Habana, Cuba: Personal communication 
to the author, 1955. 
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from dermatitis attributed to contact 
with cut sugar cane, and one was a case 
of erosio interdigitalis of the feet. One 
case was of lichen planus and therefore, 
rejected as occupational. 

Another insurance ~ompany,{ reports 
on 5680 compensation cases treated in 
1955, of which only 16 were for derma- 
titis, 7 for nail conditions, 1 for lym- 
phangitis, and 1 for’ insect bite. This 
represents only 0.44% of all compensa- 
ble conditions reported by this insurance 
company. 

This shows a ridiculously low inci- 
dence of dermatoses in any group of 
workers. On the other hand, one of these 
companies treated 528 sugar-mill workers 
for injuries received during their work. 

From these data it may be concluded 
that in Cuba rural workers are fully 
insured against injuries received in the 
course of their occupations, but the 
Cuban worker’s compensation law has 
no provision covering occupational der- 
matoses, except skin epithelioma due to 
contact with tars, mineral oils, paraffins 
or compounds or derivatives of these sub- 
stances. No mention is made of the 
cancerigenic influence of sunlight. How- 
ever, some insurance companies admit 
that certain dermatoses, such as_ those 
caused by contact with soaps, detergents, 
or other chemical compounds, are com- 
pensable diseases. Farmers and other 
agricultural workers are not included ex- 
cept when dermatoses are caused by con- 
tact with fertilizers, or by physical burns. 
These cases are reported by insurance 
companies under the common title of 
“dermatitis.” Cement, chromates, phos- 
phorus, radium and radioactive sub- 
stances, and roentgen rays are recognized 
as agents causing compensable derma- 
toses. Dermatitis caused by plants, deep 
and superficial mycoses, folliculitis de- 
calvans of the extremities, cutaneous 
parasitoses, skin cancer, anthrax, and 

{La Tabacalera, Compafiia de Seguros, S. A, 


Habana, Cuba: Personal communication to thé 
author, 1955. 
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pyodermas are not recognized as occu- 
pational conditions in agricultural work- 
ers. 

In Puerto Rico anthrax, glanders, con- 
tact dermatitis due to lubricating oils, 
dusts, liquids, gases, steam, and sugar- 
cane needles are listed among occupa- 
tional conditions. No other dermatosis 
is listed as occupational. Folliculitis de- 
calvans of the extremities is as frequent 
in Puerto Rico as in Cuba among sugar- 
cane harvesters. Chromomycosis and 
other deep and superficial mycoses are 
not mentioned in the Puerto Rican legis- 
lation. Quifiones,’* dermatologist for the 
State Insurance Agency in San Juan, 
Puerto Rico, reports on 1000 cases of 
compensation claims that were rejected. 
He comments on the frequency with 
which sugar-cane workers claim that the 
needles of sugar-cane bark cause injuries 
to their skin. 

In Jamaica occupational diseases in 
agricultural workers are not reportable 
and there are no compensation laws 
covering workers suffering from occu- 
pational diseases, dermatoses included. 
According to Dr. F. W. Jacobson,§ of 
the University College of the West 
Indies in Jamaica, the workmen’s com- 
pensation law in that island covers only 
accidents, and therefore dermatoses orig- 
inating in an accident are the only ones 
receiving compensation. Dr. Jacobson 
states that occupational dermatoses in 
agricultural workers are mostly contact 
dermatoses, superficial and deep mycoses, 
leg ulcers, and many cases of folliculitis 
of the legs. 

From Yucatan, Mexico, Dr. -E. Medina 
Alonzo || sends the information that 
“there is no legislation protecting or 
compensating Mexican workers for skin 
diseases contracted during the perfor- 
mance of their work,” except onchocer- 


§ Jacobson, F. W., University College of West 


Indies, Kingston, Jamaica: Personal communica- 
tion to the author, 1956. 

|| Medina Alonzo, E., Mérida, Yucatan, Mexico: 
Personal communication to the author, 1956. 


cosis and leishmaniasis, which are 
considered occupational diseases in Mex- 
ico as well as in other countries in Cen- 
tral America. Leishmaniasis affects the 
ears of the chicle gatherers in the form of 
mutilating ulcers (chiclero ulcer). Gold- 
man? has reported on cases of chiclero 
ulcers of the ears in Costa Rica and 
Yucatan. 


In the Dominican Republic, Dr. Gui- 
Ilermo Herrera] reports that there are 
laws protecting agricultural workers 
through the Dominican Bureau of Social 
Insurance, providing dermatological pa- 
tients with medical attention and mone- 
tary compensation during the period of 
disability. This being so, the Dominican 
Republic is the only country in the 
Caribbean area where such protection 
exists. 


From St. Thomas, Virgin Islands, Dr. 
Roy A. Anduze,# Commissioner of 
Health, sends the information that “the 
Government’s Commission on Work- 
men’s Compensation provides protection 
to workers who incur disease or injury 
while on the job.” Unfortunately they 
have no statistics regarding dermatol- 
ogical conditions among agricultural 
workers. 

From Costa Rica, Dr. Julio C. Ovares * 
reports that rural workers are insured 
against injuries due to trauma. Leg ul- 
cers, cutaneous leishmaniasis, superficial 
and deep mycoses, and contact ecze- 
matous dermatitis are the commonest 
diseases in agricultural workers. From 
the same country, Dr. Pefia Chavarria, 
one of the best-known sanitarians in 
Latin America, sends _ information 
through Dr. Frederick R. Schmidt ¢ that 


4 Herrera, G., Nigua, Republica Dominicana: 
Personal communication to the author, 1956. 

# Anduze, R. A., St. Thomas, Virgin Islands: 
Personal communication to the author, 1956. 

* Ovares, J. C., San José, Costa Rica: Personal 
communication to the author, 1956. 

+ Schmidt, F. R., San José, Costa Rica: Per- 
sonal communications to the author, 1955 and 
1956. 
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Costal Rican agricultural workers do not 
receive compensation except for snake 
bites and accidents; also some private 
enterprises have a sort of family social 
security, taking care of injuries as well 
as of diseases contracted by members 
during their work. These diseases in- 
clude chromomycosis, sporotrichosis, 
pyodermas, and other skin conditions. 

From Panama, Dr. Carlos M. Calero ft 
reports that, although the existence of 
occupational diseases is recognized by 
the Ministry of Labor, no ruling as to 
medical care and compensation has been 
developed as yet. However, insurance 
companies accept and compensate work- 
ers for accidents causing physical in- 
juries. Besides the usual superficial and 
deep mycoses, Panama seems to have 
more cases of histoplasmosis than other 
countries in this area. 

From Honduras, Dr. Hernan Cor- 
rales’® has reported actinomycosis, 
mycetoma, chromomycosis, coccidiodo- 
mycosis, blastomycosis, sporotrichosis, and 
histoplasmosis. Other common derma- 
toses among agricultural workers in 
Honduras are pyodermas and lymphe- 
dema of the legs due to repeated attacks 
of lymphangitis. 

From Hawaii, a tropical island sit- 
uated at about the same latitude as Cuba, 
Dr. Harry L. Arnold Jr.§ sends the in- 
formation that occupational diseases of 
the skin are subject to compensation. 
Hawaii raises sugar cane in an almost 
mechanical manner, manual workers 
having been reduced to a minimum. 
Farmers are largely Japanese and racially 
sun-resistant. Contact dermatitis due to 
antitermite preparations applied to lum- 
ber, to detergents, to arsenic sprays, and 
weed killers is occasionally seen, but 
apparently is not frequent. In Hawaii 
the Territorial Association of Plantation 


¢ Calero, C. M., Panama City, Republica de 
Panama: Personal communication to the author, 


1956. 
§ Arnold, H: L., Honolulu, T. H.: Personal 
communications to the author, 1955 and 1956. 
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Physicians has developed the plantation 
system, known as a unique system of 
private practice combined with indus- 
trial medicine. The plantation doctors, 
who were organized primarily to give 
medical service to the rural workers of 


Hawaii, are now an integral part of the’ 


Industrial Medical Association.1" 

An expert consulted by Dr. Frederick 
R. Schmidt |} as to conditions in conti- 
nental United States, through the cour- 
tesy of Dr. J. F. Hammond, Associate 
editor of. The Journal of the. American 
Medical Association, reports: “In the 
United States agricultural workers are 
less likely to be covered by compensa- 
tion provisions than workers in general. 
In the few jurisdictions where coverage 
for such workers exists, all the conditions 
mentioned in the query would be sub- 
ject to coverage in the event of disabili- 
ity (which is not the rule) as well as 
medical expenses under the same circum- 
stances in the absence of disability.” 

The importance of occupational dis- 
eases in farmers and other agricultural 
workers is emphasized in a masterly 
manner in a recent editorial published in 
Industrial Medicine and Surrery,}® in which 
the writer states: “Farming is industry. 
In a just sense a farm is a factory—a 
place where food is made by growing.” 
And also, “. . . The occupation of farm- 
ing is. attendéd by a wide variety of 
stresses imposed on the farmer by his 
tasks. At times, he is threatened by 
zoonoses of his domestic animals, numer- 
ous ones of which are transferable to 
man. Undulant fever and erysipeloid are 
commonplace. Psittacosis is more or 
less regional, while anthrax and tetanus 
serve as examples of the sporadic. No 
fewer that 4000 pesticides introduce the 
possibility of systemic or local damage 
from their injurious properties. ... Add 
to the farmer’s woes the ready prospect 
of sensitization leading to allergy to al- 

|| Schmidt, F, R., San José, Costa Rica: Per- 
sonal communication to the author, 1956. 
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most anything, from his unwanted 
poison ivy to his delectable asparagus. If 
more is needed to gain acceptance, pay 
heed to assorted mites and their like, 
excessive exposure to sunlight, silo 
gases—to say nothing of mounting farm 
traumatic injuries.” 

The University of Iowa is developing 
a program of farm occupational health. 
This example will serve to prod other 
agencies, private as well as govern- 
mental, to widen this progressive move 
to safeguard ‘the health of those who 
grow our food. The countries of the rest 
of the American continent will surely 
follow this example to improve the 
health of the downtrodden peon, of the 
barefoot coffee picker, of. the dollar-a-day 
cane cutter. We dermatologists must 
have an interest in this matter, since a 
great number of the conditions affecting 
the health of the farmer and farm worker 
are dermatoses which we are best pre- 
pared to diagnose and to treat and 
especially to establish the norms for 
their prevention. 

From the Department of Dermatology, Calixto 


Garcia University Hospital, University of Habana, 
Medical School. 
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cold the Fporeign-Wody Granulomas 


Report of a Case with a Parallel Course in the Various Sites 


ROBERT BRANDT, M.D. 
and 


HAROLD PLOTNICK, M.D., Cincinnati 





A total of 43 cases of sarcoid-like gran- 
uloma related to an old injury have been 
reported in the literature.* Identification of 
foreign bodies, where possible, frequently 
has indicated that quartz or other silicon 
material was present in these _ sarcoidal 
granulomas. A case with certain interest- 
ing features has recently been encountered 
by us. 


Report of Case 


A 28-year-old white man, war veteran, was in- 
jured in March, 1945, by a land mine explosion in 
Germany. He lost his left foot and suffered sev- 
eral injuries to the back of his neck, left arm, and 
hand. 

In September, 1954, the patient noted a sudden 





Submitted for publication Oct. 6, 1956. 


From the Department of Dermatology and 
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* References 1 to 4. 
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onset of “bumps” on the back of his neck and 
some swelling in the areas of the old war injuries 
of his left arm and palm. : 

The patient was examined four weeks later and 
presented the following findings. On the back of 
the neck, near the hairline and partly extending 
into the hairy area, was a “herpetiform” group of 
small yellowish nodules. The grouped lesion meas- 
ured approximately 2 cm. in its greatest diameter. 
The individual papule of this lesion was translu- 
cent, compressible, free of fluid content and over- 
laid with telangiectases. Diascopic pressure revealed 
a blue to bluish-black discoloration dispersed 
within and between the individual elevated 
lesions. The pigment was interpreted as powder 
burn residue. A biopsy specimen was taken from 
this region. Cranially, and somewhat to the left 
of the above lesion, was a subcutaneous infiltrate 
approximately 1.5 cm. in diameter. A few scars 
with embedded powder marks (blue to bluish- 
black) and some indication of associated infiltrate 
were seen on the midlateral aspect of the left arm. 
An area of induration was also present in the web 


Fig, 1.—“Herpetiform” 
group of small nodules 
on back of the neck. 


of soft tissue between the left thumb and index 
finger on the palmar surface. The patient stated 
that the latter area was involved in the original 
injury and since then had always been tender. On 
Jan. 5, 1955, the patieat was presented before 
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the Cincinnati Dermatological Society. It was 
noted then that the papular lesions in the nuchal 
region had become more raised, firmer, and brown- 
ish in color. Under diascopy, the lesions simulated 
apple jelly nodules; the pigmentary deposits re- 
mained unchanged. Likewise, the subcutaneous in- 
filtrate in the neck, arm, and palm described above 
became markedly enlarged and indurated. The 
lesions remained stationary for two months. No 
treatment was administered. Then suddenly the 
patient noted softening of all lesions and ensuing 
gradual involution. The subcutaneous infiltrates 
regressed more than the grouped papular lesion 
on the neck. On March 19, 1955, the patient was 
presented before the Central States Dermatological 
Society. Here, it was noted that the subcutaneous 
lesions had practically cleared and the papular 
lesion on the neck resembled the description of 
October, 1954, rather than that of Jan. 5, 1955. The 
lesions continued to involute. When the patient 
was last seen, in July, 1955, all papular lesions 
had disappeared. Now, only the pigment deposits 
of powder burn residue were visible. 

The physical. examination was negative except 
for the midcalf amputation on the left and the skin 
lesions described above. 

Roentgenograms of the left hand revealed a 
constant radiopaque particle, approximately 1 mm. 
in diameter, in the soft tissue just lateral to. the 
metacarpal-phalangeal junction of the left index 
finger. The chest plate and soft tissue studies of 
the neck and left arm were negative. 

Fresh Kveim antigen was not available for skin 
testing. The tuberculin test with first strength 
P.P.D. was negative. The total serum protein was 


6.7 gm.; the serum albumin was 4.55 gm., and the . 


serum globulin was 2.15 per gm. 100 cc. The 
VDRL test was negative. 
The microscopic description of the neck lesion, 








reported by Dr, Daniel Richfield, revealed a slight 
hyperkeratosis over an otherwise thin epidermis. 
The corium, down to the base of the biopsy speci- 
men, contained multiple various-sized focally coal- 
escent tuberculoid granulomas composed of epithe- 
lioid cells and scattered multinucleated giant cells. 
Several asteroid inclusion bodies were identified. 
There was no evidence of necrosis. Under the 
polarizing microscope, birefringent crystals were 
noted in the epithelioid cell reaction. The diagnosis 
was sarcoid-like granuloma. 

An excisional biopsy specimen from an area of 
regression in the left arm was submitted to the 
Kettering Laboratory for analytical studies. Mi- 
croincineration assays for silica and beryllium 
were negative. The patient did not grant permis- 
sion for wide excision of the papular neck lesion 
during the active phase of his disease. Therefore, 
more extensive investigative studies could not be 
carried out. 


Comment 


We acknowledge that in our case we do 
not have adequate proof that silica is the 
cause of the granuloma. However, the fol- 
lowing factors support this etiology: (1) 
the history of severe trauma with exposure 
to soil; (2) the long latent period prior to 
the sudden onset of lesions in the old 
powder burn areas; (3) the presence of 
birefringent crystals, and (4) the absence 
of generalized sarcoidosis. Crossland 4 
stresses that there is no simple method of 
establishing positive proof of the presence 
of inorganic silicon in biopsy sections of 
traumatic silicon granulomas. He adds that 


Fig. 2.—Microphoto- 
graph employing polar- 
ized light displaying the 
presence of birefringent 
crystals in granuloma- 
tous tissue. Reduced about 
Y% from mag. x 200. 
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the methods available—polarized _ light, 
chemical analysis, spectroscopic analysis, 
microincineration, and roentgen absorption 
spectrography—may not always give con- 
vincing proof of the presence of silicon. 

Our case was characterized not only by 
the sudden and almost simultaneous onset 
of activity in the cutaneous as well as the 
subcutaneous areas of old injury but, like- 
wise, by the concurrent spontaneous regres- 
sion in these areas without any form of 
treatment. 

Six reported cases of sarcoid-like granu- 
loma have been attributed to land mine in- 
jury.7 : 

Whether sarcoid-like granuloma arises in 
response to some specific local factor or to 
a special general reactivity of the host is 
discussed by various investigators.t The 
specific agent may be the important factor, 
e.g., silicon and beryllium compounds tend 
to produce this peculiar reaction more fre- 
quently than other substances. But, as was 
demonstrated in our case, the almost spon- 
taneous appearance and disappearance in 
all involved areas must be indicative of some 
systemic factor, as yet unknown. 


+ References 3, 5, and 6. 
+t References 1 and 2. 
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Summary 


Forty-three cases of sarcoid-like granu- 
loma related to an old injury have been 
reported in the past. Of these, six have 
been attributed to land mine injury. 

Our case was characterized not only by 
the almost simultaneous appearance but, 
likewise, by the simultaneous and spon- 
taneous involution of all lesions without 
treatment. 

No acceptable mechanism has been found 
to explain this peculiar type of tissue re- 
action to quartz or quartz-containing ma- 
terial. 
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_ LOUIS A. DUHRING 


Louis A. DuxHrinc (1845-1913) was the first 
Professor of Dermatology at the University of 
Pennsylvania and occupied the chair for thirty-five 
years. In a series of eighteen papers he established 
the concept of dermatitis herpetiformis. He was 
author of the fiirst American atlas of diseases of 
the skin. He first described pruritus hiemalis, His 
“Practical Treatise on Skin Diseases” ran two 
three editions and was translated into French, 
Italian, and Russian. He was a founder- member 
and twice president of the American Dermatolog- 


~ eal -Association. 
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JAMES W. BURKS Jr., M.D. 

RODNEY JUNG, M.D. 

and 

WILLIAM M. GEORGE, M.D., New Orleans 





“Norwegian scabies’ and “Norwegian 
itch” are names given to a rare form of 
scabies characterized clinically by forma- 
tion of thick crusts and keratotic plaques. 
The more descriptive terms “scabies crus- 
tosa” and “psoriasiform scabies” indicate 
why the disease is considered in the differ- 
ential diagnosis of hyperkeratosis follicu- 
laris, pityriasis rubra pilaris; kertoderma 
blennorrhagica, rupioid , psoriasis, and 
crusted erythroderma. 

Because the first case was reported from 
Norway by Danielssen and Boeck,' Hebra 
named the condition scabies Norwegica 
Boeckii.?, Subsequent reports of the disease 
in Europe, Russia, Brazil, Melanesia, Japan, 
and Africa have appeared. The condition 
appears to be particularly uncommon in the 
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United States, only six cases having been 
reported previously.* 

Two cases occurring in native-born Amer- 
icans living in widely separated communi- 
ties in Louisiana form the basis of the pres- 
ent report. Our observations are considered 
in the light of the more usual reaction of 
typical scabies and are correlated also with 
previous observations and speculation con- 
cerning Norwegian scabies. It is hoped that 
our findings may open up further avenues 
of approach to this problem. 


Report of Cases 


Case 1.—A 17-year-old Negro boy was admitted 
to the Charity Hospital in November, 1953. In 
October, 1945, when the patient was on another 
service of this hospital, a papular rash was noted 
on his hands, between his fingers, arfd on his arms, 
face, neck, chest, and genitalia. Several of these 
papules were covered with whitish scales. Ten per 
cent sulfur ointment was applied for three con- 
secutive days, but results of treatment were not 
noted. In March, 1952, a fine papular itchy rash 
appeared on his arms and hands and gradually 
progressed until his hands, feet, buttocks, and penis 


* References 3 through 7. Lane, C. W.: Personal 
communication to the authors. 





Fig. 1 (Case 1).—Nail and knuckle involvement. 
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became thickened, rough, and scaly. There was 
no family history of any cutaneous disease. 
This well-developed Negro boy still possessed 
his deciduous teeth, which were carious. The pros- 
tate was large and boggy. A poorly sustained 
clonus of the right ankle was noticed, but no other 
neurologic abnormality was observed. The body 
surface, except the face and head, was covered 
with firm papules 3 to 5 mm. in diameter. The 
knuckles (Fig. 1), flexor surfaces of the wrists, 
dorsal and volar surfaces of the hands and feet, 
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subungual areas, buttocks, and penis were covered 
with thick yellow psoriasiform scales and plaques 
to the extent that the involved areas showed loss 
of normal contour. The scales were easily de- 
tached. At a meeting of the Louisiana Dermatolo- 
gical Society in November, 1953, the consensus 
expressed by the membership was that the diag- 
nosis rested between keratoderma blennorrhagica 
and Darier’s disease. 

The peripheral blood showed 25% eosinophilia 
but no other abnormality. Prostatic smear was re- 
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Fig. 3 (Case 2).—Heaped-up crusts. 
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Fig. 4 (Case 2).—Silvery, scaly plaques. 





Fig. 5.—Giemsa-stained section, showing numerous transected burrows and mites. Reduced 
about %4 from mag. X 25. 


ported negative, as were Kahn and Kline tests. 
Electrocardiogram and roentgenogram of the chest 
were normal. A scaly plaque from the wrist was 
removed for biopsy, and the diagnosis of scabies 
was made microscopically. Use of 10% sulfur and 
salicylic acid ointments resulted in substantial re- 
mission. The patient did not continue this treat- 
ment and was readmitted to the hospital in March, 
1955, for further study and therapy. 

Case 2.—A 32-year-old white man was admitted 
to the Charity Hospital in November, 1954. He 
had begun to have cutaneous diseases at the age 
of 8 years, when an itchy rash developed over his 
entire body except for his face and head. His 
parents called it “the seven-year itch,” and their 
treatment with sulfur and lard resulted in com- 


plete clearing of the lesions. The patient lived 
with his parents and 10 siblings on a farm where 
cows, hogs, and horses were raised, and each 
autumn all members of the family acquired this 
same rash. In 1939, at the age of 17 years, during 
admission to another hospital for treatment of 
hookworm infection and amebiasis, he was treated 
also for a cutaneous condition described as a papu- 
lovesicular eruption involving the dorsa of the 
hands and the areas between the fingers, with 
formation of crust over the hypothenar eminences 
and buttocks. At first, ammoniated mercury oint- 
ment was appiied, and later, when a diagnosis of 
scabies was considered, sulfur ointment was used. 
On numerous occasions between 1949 and the date 
of admission his family physician had treated him 
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for an itchy rash with sulfur and lard applications, 
each time with remission. In 1950, his wife and 
child were similarly treated on several occasions 
for an itchy rash, but in neither of these did scaly 
lesions develop. 
The present eruption began in September, 1954, 
with “little water blisters” between the fingers. 
During the next three weeks the eruption spread 
over the body, with subsequent formation of thick, 
scaly, piled-up crusts over the volar surfaces of 
the little fingers. The patient complained of some 
nocturnal itching, especially over the buttocks. 
The patient was well developed, well nourished, 
alert, and cooperative. Apart from numerous den- 
tal caries, the positive physical findings were 
limited to the skin. The skin was warm and 
slightly dry; the abdomen, penis, scrotum, and 
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and eggs were found in large numbers. A biopsy 
of a crusted lesion showed many burrows and 
numerous transected mites (Figs. 5 and 6). 


Comment 


Scabies may occur in man in several 
torms, i.e., typical scabies, animal scabies, 
and Norwegian scabies. 


Typical Scabies 


A review of the natural history of typical 
scabies will assist in a better understanding 
of factors concerned in the development of 
the unusual features that characterize Nor- 
wegian scabies. 





Fig. 6.—Giemsa-stained section, showing transected anterior end and mouth parts of mite. 
Reduced about 44 from mag. X 80. 


back, as well as the flexures of the wrists, elbows, 
and axillae, were covered with many small ex- 
coriated and erythematous papular lesions. The 
skin of the feet was dry, thickened, and slightly 
erythematous, particularly between the toes and in 
the web areas. The palms, especially in the skin 
folds and on the proximal phalanges, and the per- 
iungua! and subungual areas were covered by 
thick gray crusts (Figs. 2 and 3). The feet were 
similarly but more severely involved so that walk- 
ing was painful; the nails showed secondary 
changes resembling onychomycosis. The elbows, 
upper intergluteal area, and most of. the lower 
buttocks were covered with thick leathery crusted 
plaques (Fig. 4). These scales were firmly at- 
tached and, on removal, left a raw wet surface 
with minute bleeding points. Because the clinical 
picture resembled somewhat that seen in Patient 
1, a small crust was removed and examined mi- 
croscorically. Sarcoptes scabiei adult mites, larvae, 
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Causative Agent.—Scabies is the condition 
resulting from invasion of the skin by the 
mite Sarcoptes scabiei, of which 18 to 20 
different varieties are recognized, each hav- 
ing a specific vertebrate host. The varieties 
of Sarcoptes differ in physiology but not in 
morphology.® For man, the type species is 
S. scabiei de Geer or S. scabiei var. 
hominis (Hering) .® 


Site of Infestation.—Infestation occurs 
when the mite burrows into the epidermis. 
The sites of these burrows are not confined 
to areas where the cuticle is thin. It is not 
known why the mites have a greater pre- 
dilection for certain areas than for others. 
The adult female mite does appear to exer- 
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cise some selection, and mites liberated on 
the bodies of volunteers frequently find 
their way to the normal sites of election. 
Furthermore, mites that are compelled to 
burrow in uncharacteristic areas may emerge 
from the pockets in the cuticle into which 
they have submerged themselves and make 
their way to a more favored spot. Mel- 
lanby ® analyzed the distribution of the adult 
female mites in nearly 900 adult male pa- 
tients with scabies and concluded that the 
majority (63%) of the mites were found 
on the hands and wrists; the next most 
favored site was the extensor aspect of the 
elbows, where 10.9% of the acarids oc- 
curred. About 9% each were found on the 
feet of the genitalia, 4% on the buttocks, 
2% on the axillae, and only about 2% on 
the remaining surface of the body. 


In addition to the selective powers of the 


parasite, the reaction of the host influences 


the location of burrows. The normal sites 
of election are, to some extent, areas where 
the least reaction is given by the skin, i.e., 
where there is the least likelihood for the 
parasite to be scratched out. The hands.and 
wrists give comparatively little reaction as 
compared with the softer parts of the body. 
It is perhaps noteworthy that during the 
early stages of primary infestation mites 
appear more prone to burrow in unchar- 
acteristic sites in volunteers. After the pa- 
tients become sensitized, it is likely that any 
mites that started to burrow in such areas 
would cause an instant reaction and be re- 
moved by the fingernails. 


Development of Symptoms.—Typically, 
the patient complains of severe itching 
which, becoming worse at night, often keeps 
him awake. The reaction induced is par- 
ticularly intense over the buttocks, even 
though parasites may not be present. 
Scratching not only produces obvious diag- 
nostic signs but also frequently destroys the 
mites. An examination of the body reveals 
a characteristic rash, due in part to the para- 
sites but to a greater extent to scratching. 
Thus, the rash does not correspond to the 
sites of election of the mites.® 


Photographs of scabietic patients in most 
textbooks of dermatology depict mainly the 
results of secondary infection following pri- 
mary scabies, as it is almost impossible to 
obtain a satisfactory photograph of the 
simple uncomplicated disease. It has gener- 
ally been thought that the itching in scabies 
is caused by the active movements of the 
burrowing mites and, because the itching 
tends to be more intense at night, that the 
activities of the mites are mainly nocturnal. 
Actually, it is possible for mites to burrow 
actively in the cuticle for weeks without 
causing the least sensation. This is appar- 
ently a universal occurrence at certain stages 
of infestation with scabies. When a con- 
siderable number of mites tunnel into the 
cuticle of a person who has never had 
scabies, no typical lesions and no generalized 
papular rash will be discernible, although 
typical burrows will be visible if one 
searches for them carefully with a lens. 
Moreover, the patient will probably notice 
no itching. After a period of a month or 
longer, a complete change occurs, i.e., itch- 


_ing and other signs caused by scratching 


begin to appear. The extent of distribution 
of these signs will depend in part on the mite 
population that has propagated in the non- 
sensitive or incubation period. Erythema- 
tous patches appear around the burrows, 
and rings cf follicular papules several inches 
wide become apparent. Scratching fre- 
quently causes the papules to be invaded by 
bacteria and transformed into pustules, 
which form the most usual sort of second- 
ary infection. In addition, boils commonly 
appear. This secondary condition is apt to 
persist after the primary infestation with 
Sarcoptes has been eliminated. Impetigo 
contagiosa is another common accompani- 
ment of scabies, particularly in children.® 


Animal Scabies 


A cutaneous symptom-complex resem- 
bling ordinary scabies is produced when man 
is attacked by mites from other mammals 
or birds. This type of scabies in man may 


+ References 9 and 10. 
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be distinguished from typical scabies by the 
absence of burrows, by the difference in sites 
of election, and usually by the short dura- 
tion of the condition.1 The site is usually 
determined by the locus of contact with the 
infested animals or birds.” Occasionally, a 
generalized eruption occurs. The lesions are 
itchy, miliary, or polymorphic and either 
heal spontaneously or are easily cured. The 
various subvarieties of Sarcoptes are specific 
to their particular hosts ; hence, when trans- 
ferred to man, they are short-lived.® 


Norwegian Scabies 


Norwegian scabies is characterized by 
thick, crusted lesions and the presence of a 
large number of parasites. The crusts are 
composed of dried serum and keratin and 
are riddled with burrows containing in- 
numerable parasites and ova. Removal of a 
crust will reveal a moist, reddened area. 
The patient may have a diffuse papular rash 
in areas not involved with crusts. Plaques 
may occur on the volar and dorsal aspects 
of the feet and hands, on the buttocks, el- 


bows, penis, wrist, and tips of the ears,’ 


over thyroid cartilage, and beneath and 
around the nails, causing discoloration, dis- 
tortion, and other dystrophic changes. In 
general, plaque formation seems to occur at 
sites of pressure or of stretching of the 
skin. Itching, if present, is mild. 


Etiology.—Toomey ** was of the opinion 
that the disease was caused by S. elephan- 
tiacus and was of animal origin, although 
anatomically the acarid was identical with S. 
scabiei var. hominis. Ravogli* thought his 
case was due to a different mite, the so- 
called S. mutans. Chakravorty, Ghosh, and 
Banerjee !* observed scabies transmitted to 
a family from goats and caused by the mite 
S. scabiei var. caprae; although the goats 
were covered with scaly lesions, none of the 
affected family had scales, nor did the lesions 
occur at the usual sites of predilection in 
typical human scabies. Five persons who 
contracted scabies from gibbons showed 
mites identical morphologically with S. 
scabiei var. hominis.‘ Ward epidemics of 
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typical scabies from Norwegian scabietic 
patients have occurred, and these mites were 
found to be identical with the mites of typi- 
cal scabies.1® 


A Rhesus monkey was inoculated on the 
shaved scalp with mites and keratin from 
Patient 2; a papule, measuring 3 by 4 mm. 
in diameter, developed at the site of inocula- 
tion and disappeared spontaneously within 
one week. The intern on the ward con- 
tracted typical scabies from Patient 1 and, 
in turn, infected his wife. One of us 
(W. M. G.) contracted scabies from Patient 
2; from a burrow and from an area ad- 
jacent to a vesicle, two mites were recovered, 
and these appeared to be identical with 
the mites from the patient. Two mites re- 
covered from a clinic patient with typical 
scabies appeared morphologically identical 
with the mites from the patients with Nor- 
wegian scabies. Hence, it seems clear that 
the Sarcoptes is adapted to its specific host, 
and that Norwegian scabies is not caused by 
a mite differing from that commonly found 
in typical scabies. 


Cutaneous and Sensory Disturbances.— 
Attention has been drawn and some impor- 
tance has been given to the occurrence of 
cutaneous anesthesia in Norwegian scabies, 
although most patients show no demonstra- 
ble sensory loss.1® Neither of our patients 
exhibited any disturbance of pain, touch, 
vibratory, or stereognostic senses beyond the 
occurrence of slight hypesthesia over the 
hyperkeratotic plantar surfaces. In neither 
of our patients was itching a distressing 
symptom, as it had been in their earlier 
infestations. Both were observed to scratch, 
but one wonders to what degree this was 
motivated by suggestion, for they were ques- 
tioned about itching many times by differ- 
ent observers and had seen the living mites 
under the microscope. Itching is a sensory 
disturbance allied to the sensation of pain, 
and because histamine is an excellent itch- 
producing agent, { it was introduced intra- 
dermally by the pinprick method into each 
of our patients 1 drop of 1:1000 dilution of 
histamine diphosphate). In each case the 
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typical wheal and surrounding erythema 
appeared, together with the complaint of 
burning itch. The methacholine intradermal 
test, as described by Arnold, 1* produced 
sweating on the forearms in each of our 
patients. These observations suggest that 
there was no abnormality of the cutaneous 
nerve endings. 


Hygiene.—Although Norwegian scabies 
has been attributed to the propagation of 
mites on the neglected skin of patients who 
practice poor hygiene,!® the condition has 
been reported in patients of clean habits.§ 
Experiments have been conducted with vol- 
unteers infested with Sarcoptes and then 
subjected to daily baths; the parasites at- 
tacking their bodies increased in numbers as 
rapidly as in other persons who had had no 
baths for periods up to two months.® Mites 
certainly burrow readily into clean skin, and 
it is not improbable that a filthy cuticle may 
offer a less favorable harborage to the para- 
site. Despite daily baths over a period of 
several months, our patients retained their 
lesions. 


Immunology and Sensitization —Appar- 
ently in scabies a true sensitization occurs. 
Mellanby || investigated skin sensitivity by 
injecting extracts of Sarcoptes intrader- 
mally into volunteers. No cutaneous reaction 
occurred in persons who had never had 
scabies, nor did it appear in those whose 
infestation was of less than three months’ 
duration. In patients infested for longer 
than six months, a severe reaction occurred 
with wheal formation, erythema, and intense 
itching. 

Prakken and van Vloten** carried out 
intracutaneous tests with extracts prepared 
from the crusts of patients with Norwegian 
scabies in persons having typical scabies, 
in persons who had previously had scabies, 
and in nonscabietic subjects. In the first 
group, 12 of 24 reacted positively; 4 of 16 
in the treated group reacted positively, and 


in discussion on 
Cormia.” 

§ References 5, 20, and 21. 

|| References 9 and 22. 


all 18 of the nonscabietic group failed to re- 
act. Prausnitz-Kiistner passive antibody re- 
actions were successfully carried out in the 
third group after they had been sensitized 
with serum from the patient with Nor- 
wegian scabies. 


In order to determine in our two patients 
the presence of antibodies and their ability 
to produce antibodies, we performed several 
tests, some of a nonspecific nature. Some 


TaBLeE 1.—Immunologic and Associated Studies 
in Two Patients with Norwegian Scabies 








Test or 





Observation Patient 1 Patient 2 
Flocculation test for syphilis_.....- Negative Negative 
Histoplasmin skin test_.............Positive Positive 
Tuberculin skin test 

Fock sie derivatives) 
CON a ee eh ke Negative Negative 
0. 0002 me GEO SRE SOS Re Negative Negative 
DO ese oe Negative Negative 
ee emcee 
LOE RS RNG IORI Fig ng ee UR 1:160 hee 
“er” RET by Ssany pew DER Maat ts Negative 1:320 
POS Weert ci cases ipauanes Negative Negative 
Typhoid agglutinations after ad- 
ministration of typhoid-para- 
ee vaccine 
WO sshd dachecaceodbaioiixua 1:160 1:320 
OOP cgi bk s Sohn abe Sachi saw aed 1:40 1:5120 
POPR ia ooaciacosccacsdh ns aecuces Negative 1:320 
Ascaris antigen skin test............Strongly Negative 
positive (twice) 
Sarcoptes scabiei antigen prepared 
ai mites and scales of Patient 
Sa cidaldi ia lia wise s dake ttre. Negative Negative 
Serum gamma globulin.__.._.__....2.59 1.46 
gm./100 cc. gm./100 cc. 
Eosinophilic leucocytes........... 24% 4.0% 





of the responses were of the immediate type, 
whereas others were delayed (Table 1). 
Several volunteers were tested with Sar- 
coptes antigen prepared from the mites and 
scales of Patient 2. Two subjects who had 
never had scabies showed a negative re- 
sponse; of three who had scabies 9 to 10 
years previously, two showed a negative re- 
sponse and one showed a positive, mani- 
fested by an area of induration measuring 
7 mm. in diameter and by erythema at 48 
hours; one subject whose infestation was 
not of more than two months’ duration re- 
acted negatively; the seventh subject who 
had been infested 10 years previously and 
had now been reinfested for several weeks 
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showed a strongly positive reaction at 24 
and 48 hours. Our results were comparable 
with those of Prakken and van Vloten. 

These experiments indicate that in clinical 
scabies antibody formation does take place. 
The production is slow, so that although 
sufficient sensitization to cause irritation: in 
the presence of the Sarcoptes may arise 
within a month or six weeks, the sensitiza- 
tion becomes progressively greater in the 
untreated patient with the passage of time. 

An attack of scabies does not confer ab- 
solute immunity. Numerous attacks are 
common, as are attacks of long duration 
(hence, popular names of the disease, such 
as “the seven-year itch”). It is possible that 
some persons may eventually lose their 
sensitization and tolerate the parasites with- 
out further reaction. This may be the case 
in Norwegian scabies. 

Basal Metabolic Rate——Leech and 
Spence,** on studying the effects of meta- 
bolic rate upon scabies infestation in rats, 
concluded that an increase in metabolic rate 
protected rats by increasing their resistance 
to infestation. They noted an increase in 
the intensity of the local inflammation pro- 
voked by the mites’ burrowing. Conversely, 
a decreased metabolic rate was associated 
with a reduction in resistance. 

The basal metabolic rates in our patients 
were within normal limits upon repeated 
determinations. While taking thyroid, 0.5 
grain (30 mg.) daily, Patient 2 began to 
complain of increased itching, although Pa- 
tient 1 had no such complaints. 

Intelligence—The frequency with which 
Norwegian scabies is found in persons with 
mongolism and in mentally defective per- 
sons is striking.] 

On the Wechsler-Bellevue Intelligence 
Scale (Form I), with the use of five verbal 
subtests and vocabulary, Patient 1 scored an 
I. Q. of 72 and Patient 2 an I. Q. of 84, 
indicating a borderline level of ability and 
a dull normal range of ability, respectively. 
The corollary is not so much one of com- 


{| References 4, 5, 6, 16, 25, and 26. Lane, C. W.: 
Personal communication to the authors. 
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parative intelligence as one of other more 
interesting findings. Both our patients, as 
mentioned earlier, had extensive dental 
caries, and Patient 1 had never shed his 
deciduous teeth. It is of some interest to 
note that Zeligman and Scalia 27 investigated 
dermatologic manifestations of mongolism 
in 106 persons and noted that 73 had either 
xerosis or frank ichthyosis, whereas 22 man- 
ifested keratosis palmaris et plantaris. 


Nutritional Factors.—Ayers ° thought his 
patient’s undernourished condition was a 
contributory factor. On the other hand, 
Ravogli’s patient’? and those here reported 
were well nourished. 


Rothman ** has drawn attention to the 
role of estrogen and of vitamin A deficiency 
in keratinization. The great increase in 
keratinizaticn seen in Norwegian scabies 
promp. . us to investigate the status of 
estrogens and vitamin A in our patients. 
Urinary assays for fluorometric phenols 
expressed as equivalents of estrone showed 
normal levels of 31.8 y and 73.9y per 24 
hours for Patients 1 and 2, respectively. 
Serum carotene and vitamin A levels were 
determined by the technique of Paterson 
and Wiggins.*® 


The complexity of vitamin A metabol- 
ism ®° precludes definitive deductions from 
results of vitamin A studies .in two patients 
with Norwegian scabies (Table 2). How- 
ever, certain observations are clear: Both 


TABLE 2.—Serum Carotene and Vitamin A Levels 
in Two Patients with Norwegian Scabies 








Carotene* Vitamin At 
-/100 Ml. -/100 M1. 
Case 1 Case 2 Case 1 Case 2 
POR oi onic caccuscehassce 154 112 21 0 
Fasting following administ- 
ration of 50,000 units vita- 
min A in oil..........---.-- 196 98 0 34 
Vitamin A tolerance test (vita- 
min A in oil) 5000 I. U. 
per kg. body weight 
Fasting 204 101 44 46 
204 428 140 
202 282 684 
202 91 190 164 
200 = «105 72 71 








* Carotene: normal range 100-200. -/100 ml. 
+ Vitamin A: normal range approximately 30-50. ./100 ml. 
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our patients show extremely low or zero 
vitamin A levels despite the ability to absorb 
vitamin A in oil administered orally ; serum 
carotene levels fell within normal range. 
Under the influence of stress, such as 
fébrile disease, infections, pregnancy, or 
hyperthyroidism, the level of vitamin A in 
the serum can decline sharply.44 Whether 
our patient’s low vitamin A levels represent 
a response to stress (chronic infestation 
with scabies) or whether the hyperkeratosis 
is the result of deficiency in vitamin A is 
difficult to say. 

Of particular interest was the striking 
smoothing of all the skin in both our pa- 
tients after they received vitamin A. The 
erythema and papules of the noncrusted 
areas disappeared. The crusts were simul- 
taneously débrided with the use of hydro- 
gen peroxide soaks followed by application 
of 10% sulfur ointment. 


Summary 


Two cases of Norwegian scabies occurr- 
ing in native-born Americans living in 
widely separated communities in Louisiana 
are reported. Morphologically, Norwegian 
scabies differs greatly from typical scabies, 
being characterized by severe hyperkeratini- 
zation. Typical scabies results from infesta- 
tion with Sarcoptes scabiei var. hominis 
(Hering). After a period of a month or 
longer, true sensitization to the mite oc- 
curs. The rash of typical scabies is due to 
a great extent to scratching induced by this 
sensitization and does not correspond to 
the sites of election of the mites. Secondary 
infection is a common accompaniment of 
scabies. Infestation in man with mites from 
animals or birds is distinguished from typ- 
ical scabies by the absence of burrows, by 
the difference in sites of election, and, 
usually, by the short duration of the infesta- 
tion. 

Norwegian scabies, like typical scabies, 
appears to be an infestation with Sarcoptes 
scabiei var. hominis (Hering). Cutaneous 
peculiarities, hygiene, basal metabolic rate, 
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estrogen effect, and nutrition appear to be 
of little importance to the natural history of 
Norwegian scabies. The frequency with 
which Norwegian scabies is found in 
mongolism and in mentally defective per- 
sons is noteworthy. In Norwegian scabies 
cutaneous sensitivity to Sarcoptes antigen 
is found to be decreased, itching is de- 
creased, and plasma vitamin A levels are 
decreased. Each of these may contribute 
to the development of the hyperkeratiniza- 
tion seen in this rare disease. Administra- 
tion of vitamin A appears to be a valuable 
adjunct in the treatment of this condition. 

Since submission of this paper for pub- 
lication on Aug. 11, 1955, three additional 
patients with Norwegian Scabies have 
been observed. The level of vitamin A in 
the plasma was determined in one of these 
and was found to be normal. 
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chat jg eee TS Die fo the Aerylic 
Waterials Used in Artificial Vails 


ORLANDO CANIZARES, M.D., New York 





Artificial nails made of acrylic materials 
have been recently introduced on the market 
for cosmetic purposes. The substances 
utilized are similar to those used by dentists 
and are known to cause allergic contact 
dermatitis in sensitized persons. 

Dentists use acrylic materials in two 
different forms: polymerized by heat and 
self-cured. The self-cured materials are 
used in the relining of dentures, in ortho- 
dontic work, and in filling of cavities. These 
self-cured materials result fron: a mixture 
of methyl methacrylate monomer, a liquid, 
and polymethyl methacrylate, a powder, with 
an organic peroxide and an accelerator. 
They polymerize at room temperature, but 
polymerization is not complete, resulting in 
a high residual monomer content. This is 
worthy of note, since Fischer! has shown 
that the liquid monomer is the sensitizing 
agent responsible for allergic contact type 
of eczematous reactions on the skin and 
mucous membranes. 

In the preparation of dentures the powder 
polymer and the liquid monomer are mixed 
to a doughy consistency. After the denture 
is properly shaped, it is heated and the 
mixture hardens, almost complete poly- 
merization taking place. Fischer’ has 
shown that heat-cured acrylic materials are 
not sensitizers and do not elicit reactions in 
previously sensitized persons. : 

The materials used in the preparation of 
artificial nails are apparently similar. The 
case reported here is that of a manicurist 
whose thumb and middle and annular fingers 
of the left hand were constantly exposed 
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to the mixture and became sensitized as she 
held the customer’s fingers during the ap- 
plication of the acrylic materials. 


Report of a Case 


A white woman, aged 29, was first seen April 
25, 1955, because of a dermatitis localized to the 
left hand. The patient states that she had worked 
as a manicurist for several years. At the end of 
October, 1954, at her employer’s request she re- 
ceived special instructions on the application of 
artificial “plastic” nails, known as “Patti” nails. 
This procedure consists of applying with a small 
brush a mixture of liquid and a powder to the 
nail of the customer. The operator (Figure) 
places a crescent-shaped cardboard around the tip 
of the finger ‘and after wetting the brush in the 
liquid, she then picks up some powder and ap- 
plies it to the nail. The liquid was constantly 
applied to keep the material in the desired shape. 
With successive applications a nail of the desired 
length is thus built and the cardboard removed. 
The artificial nail may then be filed and covered 
with nail polish. During the operation, the mixture 
or the liquid often comes in contact with the 
fingers of the operator while holding the finger 
of the customer. 

In the middle of December, 1954, after working 
steadily applying these artificial nails for about 
three weeks, the patient noticed a dryness and 
scaliness ofthe tip of the left thumb and middle 
finger, and to a less degree of the index finger. 
The eruption became gradually worse and she re- 
quested medical attention. 

When first seen, the patient presented a der- 
matitis localized. to the left upper extremity in- 
volving the hand, wrist, and forearm. The fingers 
most severely affected were the thumb and middle 
finger, which presented an eczematous dermatitis 
involving the flexor aspect of the third phalanx 
of the middle finger, the distal phalanx of the 
thumb, and the dorsal aspect of the thumb and 
middle finger, especially in the periungual region. 
The index finger was involved to a less degree in 
the flexor aspect of the third phalanx. There was 
a diffuse erythema and a slight edema of the ulnar 
side of the left wrist and forearm. This patient 
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was presented before the New York Dermatologi- 
cal Society on May 24, 1955. 

The patient continued to work with the 
acrylic materials but was advised to use 
some method of protection to avoid contact 
with the irritating substances. A thin layer 
of tin-foil paper was wrapped around her 
fingers, and rubber gloves were used. In 
spite of these precautions, the eruption be- 
came severer; the patient was instructed to 
stop working. With soothing topical appli- 
cations and superficial grenz ray therapy 
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. Polymer powder.........-..--..--..-.-- 
. Self-curing monomer (1:100)_..........--- 
. Freshly pre Sr mixture of polymer 


1 Negative 

; 3+ 
rtebee! and liquid monomer...... 

4. Mixture of polymer powder and “liquid 
monomer (48 hr. old) -..-_.-...--.--.---- 

5. Heat-cured, cg pe fragment of 
acrylic dental DIOGB ccs 

6. Thin shavings of heat-cured acrylic 

(nen TAOS se ce ccs 


*N.P.R. indicates nonspecific pressure reaction. 


N.P.R.* 
Negative 


In order to determine the period of time 
the prepared mixture of the liquid monomer 
and powder polymer remains able to elicit 
a reaction on a sensitized patient, the follow- 
ing patch tests were performed, using mix- 
tures prepared at different intervals: 





Manicurist’s position of the left hand holding the customer’s finger during the application of 


artificial nails. 
the thumb. 


the patient improved. On June 6, 1955, the 
patient returned to work but was advised 
to avoid handling acrylic materials and to 
limit her duties to the usual manicuring pro- 
cedures. 


The patient wore a dental plate, but 
neither before nor after the appearance of 
the eruption was discomfort noticed in the 
mouth, and on examination the mucous 
membrane appeared normal. 


The following patch tests were performed 
to confirm the diagnosis: 


142 


Notice the residual dermatitis still present on the middle and index fingers and 


. Freshly koe Fs 5s: estan cage RE pop 
Mixture 1 wk. old_..__-.-.-...-.-.-.-.-- 
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Comments 

Repeated contact with acrylic materials, 
especially with the sensitizing liquid mono- 
mer, are known to be responsible for con- 
tact dermatitis in dentists and dental techni- 
cians. Artificial nails made with these 
materials will undoubtedly increase the num- 
ber of such reactions. This is to be ex- 
pected, since the materials are being applied 
in beauty parlors and even sold in kits for 
home use. 
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CONTACT ALLERGY TO ACRYLIC MATERIALS 


The application of toenails made of acrylic 
substances has been used by podiatrists* 
in the treatment of tinea unguium. No 
instance of sensitization has been reported. 

The findings of Fischer that heat-cured 
dentures do not elicit allergic reactions even 
in sensitized persons were proved in this 
patient, as she was able to use her denture 
without reaction, in spite of the strong 
sensitization to the liquid monomer. I 
was also able to confirm his statement that 
nonspecific reactions may result from patch 
testing, not only with denture but with 
smaller tooth-shaped fragments of denture. 
This reaction, probably due to pressure, may 
produce erythema, vesiculation, and even 
bullae. It is no proof of sensitization, since 
negative results are obtained with a flat 
disc or fillings of denture. 

The decreasing reactions obtained in this 
patient with mixtures of the powder polymer 
and the liquid monomer seem to indicate 
that the ability to cause eczematous derma- 
titis decreases gradually, although a mini- 
mal reaction was obtained with a mixture 
four weeks old. Since artificial nails are 
kept by the persons a variable period of time 
(from two to six weeks), this would in- 
dicate that during most of the period that 
they are in place they are capable of eliciting 
a reaction on a sensitized person. 


* Walkes, M.:° Personal communication to the 


author. 


The long-range effect of continuous ap- 
plications of acrylic materials on the nails, 
beside the possible sensitizing action that 
the contact with the liquid will have, has not 
been determined as yet. Some persons ap- 
parently noticed thinning and splitting of 
the true nail. At any rate it seems reason- 
able to assume that it may eventually result 
in a detrimental effect on the normal texture 
of the nails. Besides, as stated by Rior- 
dan,¢ the wisdom of placing the operator 
of a beauty parlor or the patient herself 
in a position of deciding which abnormal 
nails should be covered is questionable. 
Alterations of nails, although of cosmetic 
importance, are primarily a medical problem. 


Summary 


A case of contact dermatitis is reported 
in a manicurist constantly exposed to acrylic 
materials used in the preparation of artificial 
nails. The sensitizing agent was found to 
be the liquid monomer methylmethacrylate. 

Dr. M. A. Pleasure, Chief of Prosthetic Den- 
tistry, and his staff, Veterans Administration Hos- 
pital, Bronx, N. Y., gave technical assistance in 
the preparation of this paper. 


3 E. 69th St., New York 21. 
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Hemangioendothelioma 


R. L. CORMIE, M.A., M.B., Ch.B., Glasgow 
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The extreme rarity of the condition is 
the reason for presenting the following case. 
From 1925 to 1946 only four cases of 
hemangioendothelioma were seen and con- 
firmed pathologically in the Department of 
Radiation Therapy at Bellevue Hospital, 
New York, together with four other cases in 
all the other departments of the hospital 
during the same period, although many 
thousands of neoplasms were treated in 
that time (Drucker, 1947). Fricke and 
associates,” 1954, in a study of rare pelvic 
cancers treated from 1935 to 1954 at the 
Mayo Clinic, found only two hemangio- 
endotheliomas (of the cervix uteri) in this 
time. Others, including Stout, 1943; Han- 
ford,* 1939; Cheyne and Silberstein,® 1942, 
and Sherman and Calman,® 1955, have re- 
marked upon its rarity. 

The term endothelioma was first used by 
Golgi? in 1869. Legg and Fitch,® 1950, 
cite Kolaczek as employing it in 1895 to 
describe tumors with blood between the 
acini. They further state that “even in the 
first decade of the twentieth century the 
term was applied to all tumors which could 
not be satisfactorily diagnosed. This led 
to the inconsistency of the histologic pat- 
tern, and clinical course of the cases de- 
scribed in the literature as endothelioma. . . . 
It is now well accepted that malignant 
angiomas exist.” Stillians,® 1933, also 
stressed the poor use of the term. The 
name angioendothelioma was first used by 
Mallory *° in 1908 to describe a rare malig- 
nant vascular tumor in which the endothelial 
cell is responsible for the aggressive growth 
and metastatic properties of the lesion. Im- 
perfect capillaries or small channels are 
formed within groups of endothelial cells. 
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A characteristic feature is the preponder- 
ance of cells over vessels. 


Etiology 


There are varied views as to the possible 
etiology of angioendothelioma. Hewer and 


Kemp,2! 1936, put forward the view that 


the lesion is originally a benign cavernous 
hemangioma which later undergoes malig- 
nant change. Kettle and Ross,!* 1921, and 
Fraser, 1920, have also stated that an 
angioendothelioma occurs as the result of 
further evolution of a hemangioma, which 
after its formation continues to grow by 
infiltration and active endothelial prolifera- 
tion. Cases have been recorded as follow- 
ing trauma or developing on the site of an 
injury, e.g., by Sweitzer and Winer,1* 1936; 
by Sherman and Calman; by Busman,” 
1922; by Christopher,!* 1925; by Caro and 
Stubenrauch,!* 1945, and by Stout. Yet the 
first mentioned declared that trauma cannot 
be considered as transforming a previously 
benign angioma into a hemangioendotheli- 
oma. Ewing,!* 1940, wrote that in consider- 
ing the “etiology of endothelioma, the in- 
fluence of chronic irritation, trauma and 
low-grade infection must be given a promi- 
nent place.” -Mallory, considering the etiol- 
ogy, stated that trauma may initiate an 
arteriovenous communication. The small 
vessels, which are unaccustomed to carry 
an increased column of blood, would stretch, 
and this chronic irritation might stimulate 
the endothelium to proliferate, sometimes 
beyond control. Christopher on the basis 
of three cases classified hemangioendothe- 
lioma as either congenital or acquired. 
Pulford,!® 1925, has expressed the view 
that the angioendotheliomas are the con- 
necting link between the benign angiomas 
and the malignant endotheliomas. 
Davis,2° 1938, suggested that tumors of 
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the hemangioendotheliomatous type can be 
initiated by pregnancy, but his conception 
of what constitutes a hemangioendothelioma 
would seem to be at variance with what is 
normally so regarded. 


Clinical Features 


The clinical features are not diagnostic, 
and the appearances of the tumors are varia- 
ble. They “may be confused with hema- 
toma, angioma, and pyogenic granuloma” 
(Weidman,”* 1950). 

About half of the cases reported have 
appeared in persons under 30 years of age, 
although the tumor may occur at any age, 
according to Drucker. Caussade and asso- 
ciates 2? 1954, recorded a case of heman- 
gioendothelioma of the liver in the new- 
born, with death due to liver rupture. 
There is no. marked sex preponderance. 
Legg and Fitch wrote that “the larger series 
that have been reported show that the 
neoplasm has occurred more commonly in 
the skin, subcutaneous tissues and skin ap- 
pendages. The other organs are about 
equally involved.” Sweitzer and Winer 
found the origin and attachment of the 
tumor usually in the subcutis. 

Hemangioendotheliomata may vary in 
size from 0.5 cm. to 15 cm. or more. In 
the skin they are generally raised well above 
the surface’ and may have surrounding 
satellites. While generally reddish and ob- 
viously suggesting their vascular origin, 
they.may be flesh-colored. Likewise, though 
usually soft, they may be firm. There may 
be bleeding externally or internally follow- 
ing trauma, and the overlying’ skin may 
occasionally break down. The tumors often 
become attached to subjacent. ‘tissues by 
infiltration. 


Growth of the tumors is generally steady 


and slow, though it may be rapid. Metas- 
tases are common and may be local or 
widespread through the bloodstream or, less 
often, through the lymphatics. The com- 
monest sites for metastases are the skin, 
lungs, lymph nodes, liver, kidneys, adrenals, 
pancreas, spleen, bones, peritoneum, and 


diaphragm. 


After surgical removal there frequently 
is local recurrence, e.g., two cases of the 
series collected by Stout showed recurrence 
—one having recurred eiglit times in nine- 
teen years, and the other, four times in 
nine years. The course of the disease may 
be fulminating, as in this case, with death 
in two or three months, or much slower, 
with death as long as 20 years after the 
beginning. .Most patients live for several 
years after the appearance of the lesion. 


Histology | 

Mallory in 1908 described the condition 
as a “malignant vascular tumor in which 
the endothelial cell is responsible for the 
aggressive growth and metastatic properties 
of the lesion.” Thomas,?* 1942, emphasized 
one essential feature to be “the angioblastic 
tendency as evidenced by the vasoformative 
process of endothelial proliferation and for- 
mation of new blood vessels,” while Legg 
and Fitch stated that the tumor shows a 
tendency to revert to the original primi- 
tive tissue; yet Stout said the growth of 
the vessels in such malignant tumors takes 
place by sprouting as in granulation tissue 
and not in the way blood vessels are formed 
in the fetal mesenchyme. It is a tumor 
composed of frequently anastomosing vas- 
cular tubes with a delicate framework of 
reticulin fibers and atypical hyperchromatic 
endothelial cells of different sizes and 
shapes which are present in numbers 
“greater than are required to line the vessels 
with a simple endothelial membrane.” Be- 
cause of the immaturity of the vessels, 
blood does not circulate through the tumor, 
though some mature capillaries and larger 
vessels may be found in the center con- 
taining blood cells. While the vascular 
lumina are usually numerous and irregular 
in size and shape, the endothelial cells may 
by proliferation obscure the lumina, or 
the endothelial cells may extend as cords 
between the fibers of connective tissue 
(Lever,2* 1949). The endothelial cells are 
large and polyhedral and have a well-de- 
fined cellular membrane and relatively clear 
cytoplasm. The nuclei tend to be rounded 
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or oval, pale, and vesicular. Many nuclei 
are atypical and irregular in shape and 
hyperchromatic. Also there are usually 
numerous mitotic figures. Some endothelial 
cells are multinucleated. To make clear the 
presence and ‘position of the vascular tubes 
it may be necessary to employ a silver 
reticulin stain, which will cause them to 
stand out sharply. 

Stout does not consider the so-called 
angioendotheliomas in bone, as described 
by Ewing, to be true angioendotheliomas or 
indeed vascular tumors at all. They differ 
histologically from those found in other 
parts of the body. Stout suggests these 
tumors in bone are more likely to be 
metastases, for example, from an occult 
hypernephroid carcinoma, which their his- 
tological structure resembles. There is 
sometimes confusion between hemangiosar- 
coma (from the perithelial cells of capil- 
laries) and hemangioendothelioma. (from 
the endothelial cells of capillaries). The 
former may be regarded, Lever writes, as 
fibrosarcomas with conspicuous capillary 
formation. “The sarcomas which occasion- 
ally arise in lesions of Kaposi’s sarcoma are 
of that type. This leaves hemangioendothe- 
lioma as the only specific malignant tumor 
arising from blood vessels.” 

Ewing suggests that the term angiosar- 
coma be limited to cellular angiomas in 
which the unit is the vessel and. not the 
endothelial cell and that angioendothelioma 
be reserved for vascular tumors in which 
the endothelial cell predominates. Deutsch,?5 
1953, declares that the pathology of hem- 
angioendothelioma is not fully understood. 


Diagnosis 

Diagnosis depends essentially on_histol- 
ogy, although the clinical appearances and 
history may be pointers. Drucker includes 
the following in differential diagnosis— 
hematoma, hemangioma, granuloma pyo- 
genicum, malignant endothelioma, and 
Kaposi’s disease (idopathic multiple hemor- 
rhagic sarcoma)—while Borst,2® 1928, 
points out the histology may resemble sar- 
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coma, adenoma, or carcinoma. Radiological 
appearances in bone may help the diagnosis. 


Prognosis 


Prognosis must be guarded. Stout found 


that of 18 patients 10 died of metastases 


and only 1 was known to be well five years 
after excision of the original tumor. While 
the course of the disease is generally slow, 
occasionally it may be fulminating, and 
death can supervene within two or three 


months after the first tumor is noticed. 


Treatment 


The consensus of opinion is that early 
surgical excision, where possible, is indi- 
cated, followed by radiotherapy. There are 
varying views, however, as to the effective- 
ness of radiotherapy. Whitney,?7 1954, 
stated that radiation is only palliative and 
that early diagnosis and radical surgical 
excision are essential. Desjardins,?* 1936, 
listed hemangioendothelioma last among 
the radivsensitive tumors. Bauman-Schen- 
ker,?® 1935, believed that its radiosensitivity 
approaches that of lymphoblastoma. Drucker 


found that of 31 cases treated by surgery 


alone there were 18 local recurrences, while 
in 5 cases in which surgery was followed 
by irradiation there was no local recur- 
rence. Legg and Fitch recommended post- 
operative irradiation in protracted form, to 
a tumor dose of 3000 r, when complete sur- 
gical extirpation is in doubt. - 


Report of a Case 


A married woman 52 years of age complained, 
when she was first seen, on Sept. 13, 1954, of pea- 
size to hazelnut-size lumps of one month’s dura- 
tion, thought to have followed a strain. The 


_lumps were noticed first on the outer aspect of 


the right upper arm (Fig. 1), then in the area 
of the right trapezius and in each breast. Many 
similar subcutaneous nodules appeared on limbs 
and trunk in subsequent weeks, especially on the 
abdominal wali (Fig. 2). The first lesions were 
skin-colored, but many became bluish-red or red, 
and some became firmly adherent to overlying 
skin. They were occasionally painful and were 
slightly tender to touch. 


There was nothing relevant in either her previous 
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Figure 1 


or her family history. There was nothing of sig- 
nificance on examination of the other systems; 
17-ketosteroids were 12 mg. in 24 hours. 

X-ray of bones showed no abnormality (Oct. 
13). The patient complained of progressive weak- 
ness, which necessitated her confinement to bed 
from about Oct. 15. Thereafter her condition 
steadily deteriorated; her weakness increased, and 
she died on Dec. 15, 1954. Unfortunately, autopsy 
was refused. 

Biopsy.—On Sept. 20, 1954, a nodule was re- 
moved from the right breast and one from the 
dorsum of the right arm. Grossly they appeared 
to be hemorrhagic areas of rather “meaty” ap- 
pearance. Professor Cappell reported as follows: 
“Two fragments of adipose tissue with penetrating 
vascular leashes and areas of haemorrhage. Mi- 
croscopically the lesions consist of areas of short 
plump spindle cells closely packed together with a 
rich reticular fibrillar stroma. In places blood- 
filled lumina are present, and around the margins 
of the lesion in the mammary fat the appearances 
are of plump endothelial lined capillaries and 
spindle cells in a mass of haemorrhage. In places 
the appearances are reminiscent of a rather cellular 
capillary angioma, but the more solid areas lack 
the differentiation and I think are probably to be 
regarded as indicative of malignant haemangio- 
endothelioma.” 

Treaiment.—The tumors were already too num- 
erous for surgical excision when patient was ad- 
mitted to hospital. A test dose of 1000 r at 140 
kv. was delivered in one treatment to one lesion, 
with no appreciable effect. Diethylstilbestrol 
(stilbestrol) was also tried in increasing dosage 
up to 17 mg. per day, without benefit. 

Western Infirmary (WI). 

Dr. James Sommerville, in whose wards the 
patient was, gave me permission to publish this 
case and helped in preparing this communication. 
Prof. D. F. Cappell prepared the pathology re- 
port. 


Figure 2 
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In our experiences with employees proc- 
essing a variety of vegetables, carrots are 
outstanding as a cause of sensitization der- 
matitis. The cutaneous allergenicity of 
carrots is not apparent from the meager 
number of reports in the literature. As later 
discussed, this capability is to be suspected 
since carrots belong to the Umbelliferae 
family, of which many members are der- 
matitis-producing. 

Peck, Spolyar, and Mason?! reported 17 
women, employees in a canning factory, 
whose dermatitis of the hands was attributed 
to carrots. These authors pertinently state 
that although dermatitis in persons engaged 
in canning and processing fruits and vege- 
tables had been reported in the American 
literature, there had been no published re- 
ports of dermatitis due to the domestic car- 
rot in the United States. The only report 
they quote is that of Vickers,? who reported 
seven women with dermatitis from carrots 
in a canning factory in England. 

Since Peck, Spolyar, and Mason’s report 
we have been unable to find additional re- 
ports of dermatitis from carrots. Sig- 
nificantly, Vickers in 1941 stated that the 
only reference in the literature’implicating 
carrots was the mention of four cases in 
Henry’s * report of dermatitis due to celery 
in a canning factory. : 

Of employees processing a considerable 
variety of vegetables we rarely observe sen- 
sitization dermatitis other than from carrots. 
Mention may be made of rare instances 
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from mushrooms, tomatoes, and celery. In 
contrast, sporadic outbreaks of sensitization 
dermatitis from carrots are experienced. Al- 
though carrots are almost continually proc- 
essed, with some variation as to total num- 
ber in a given period, such outbreaks are 
inexplicable since working conditions and 
method of processing remain unchanged. 
This would appear to incriminate the source 
of the carrots. This explanation could not 
definitely be excluded, since invariably car- 
rots that were being processed were obtained 
from different states. At time of outbreak 
of sensitization dermatitis it was not possible 


. to trace the source of the offending carrots. 


The following circumstances may be oper- 
ative in explanation of the sporadic out- 
breaks: Sensitization dermatitis is more 
likely to occur at seasonal peak of processing 
carrots; at this time there is greater degree 
and duration of exposure to carrots; a high 
percentage of workers who become sensi- 
tized have been recently employed; a con- 
siderable number of the long-employed 
workers apparently are exempt.* 

We herewith report one such outbreak 
comprising 13 employees—8 white women, 
3 Negro women, and 2 Negro men. We be- 
lieve this incidence of Negroes is unusually 
high, since sensitization dermatitis is less 
frequent in this race. 

One phase in processing carrots is called 
trimming, for which work both white and 
Negro women are employed. They handle 
raw carrots that have been mechanically 


*This is not to be attributed to the process of 


“hardening,” or desensitization, since this indicates 
a sensitization dermatitis that disappeared and 
failed to appear on repeated exposure in industry 
to the causative allergen. Apparently exemption is 
explained by a natural immunity; it is common ex- 
perience that not every person exposed to a cuta- 
neous allergen becomes sensitized. 
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peeled, are wet, but otherwise untreated. 
The wet carrot is held in the left hand and 
with a knife in the right hand the top and 
bottom are cut off, fragments of peeling may 
be removed, and the carrot is then sliced. 
When this work is done sitting, the fore- 
arms rest on a stainless steel-topped table 
wet with carrot juice and water. There is 
no such table contact when the work is 
performed standing. There is a large labor 
turnover in this department. During a 
seasonal peak of processing carrots, as many 
as 75 women for each of two shifts may be 
thus employed. The average work load of 
each woman is 3% bushels of carrots per 
hour (50 Ib. per bushel). 

The incubation period of the dermatitis 
was usually about two weeks after working 
on the trimming job. In only one patient 
was it as short as one week, and for a few 
it was about three weeks. The hands and/or 


forearms were affected. In only one patient,. 


the arms were involved. as well as the ex- 
tensors of the forearms; and in another the 
face, especially the upper eyelids. No other 
regions were affected. 

The dermatitis was presented as subacute 
or acute dermatitis with variable degrees of 
redness, edema, and invariably many vesicles 
(Fig. 1). The eruption on the hands com- 
prised redness with vesicular outbreak on the 
fingers, dorsa of the hands, and at times 
on the thenar eminence. The eruption on 
the fingers resembled acute tinea. Only in 
one patient the palms were affected, confined 
to the base of the fingers. Of patients who 
wore gloves the hands were exempt: only 
the forearms were involved. 

The following evidences how easily sensi- 
tization dermatitis occurs: One patient (a 
woman) did not wear gloves the first day 
on the trimming job; gloves were worn 
for the following two weeks. In this period 
she said that. the gloves remained intact; 
she was not aware that carrot juice or water 
got under the top of the gloves. At times 
she rested her forearms on the wet table 
top. At the end of two weeks gloves were 
not worn for only one day; the next day 
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dermatitis appeared on the hands and fore- 
arms. : 

Three of the patients with sensitization 
dermatitis were not engaged on the trim- 
ming job; their contact was as follows: One, 
a woman, sorted wet carrots with ungloved 
hands. After she had done this work for 
18 days, dermatitis appeared on the hands 
and lower forearms. The second patient, 
a Negro, handled uncut, unpeeled wet carrots 
by scooping them into a bucket and then 
transferring them onto a tray. His hands 


~ and forearms were constantly wet. After 


he had been thus engaged for 16 days, a 
dermatitis appeared on the hands, forearms, 
and face. The third patient, a Negro, re- 
moved with ungloved hands peeled carrots 
that were immersed in water and put them 
in a dicing machine. After 15 days of this 
work dermatitis appeared on the hands and 
lower forearms. Apparently the sensitizing 
principle of carrots is water-soluble. 

The following is additional evidence of 
carrots .as a cause of dermatitis: its dis- 
appearance after the worker’s transfer from 
the trimming job and its recurrence when 
this work was resumed. One patient who 
had a dermatitis when engaged in trimming 


resumed the same work, after disappearance 


of the dermatitis, wearing rubber gloves and 
plastic sleeves. After working for two weeks 
without recurrence, she cut the left-hand: 
gloves; the hand was wet the remainder of 
the work period. Soon after, dermatitis with 
vesicles appeared on the left hand; the right 
hand was uninvolved. 

As aforementioned, with one exception, 
the 13 patients with sensitization dermatitis 
were new employees and were not exposed 
to carrots in any prior work. The exception 
was an old employee who previously worked 
on the trimming job for seven months. 


Results of Patch Tests 


Patch tests were performed with the out- 
side surface of an unpeeled raw carrot (one 
of the lot that was being processed) and also 
with the surface of a slice of the same 
carrot. Similar tests were conducted with 
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a carrot purchased in the open market. 
The tests were read in 24 hours. All patients 
reacted positively to all of the tests ; usually 
a 3+ reaction to the inner: surface, and 
to a less degree to the outer surface. In 
some patients the surface at the site of 
positive reaction was studded with vesicles. 
The site of positive reaction of one patient 
developed: into an eczematous patch. This 
was in contrast to the disappearance of posi- 
tive reactions of other patients in the course 
of several days. 

One worker (not included in this series) 
was suspected of having sensitization der- 
matitis to carrots. Patch test with carrot 
gave a negative result, but a patch test 
with rubber gave a positive result. The 
dermatitis of her hands was sharply mar- 
ginated at the wrists, corresponding to the 
top of the gloves. 

Two patients were tested with boiled 
carrot. For one patient, a portion of raw 
carrot gave a positive reaction, whereas an- 
other portion of the same carrot in the 
boiled state gave a negative reaction. For 
the other patient, both a raw and a boiled 
purtion of the same carrot gave positive 
reactions. 


Duration of Dermatitis 


After cessation of exposure the dermatitis 
of all patients progressively improved and 
disappeared in about one to two weeks. 

An exception was the patient shown in 
Figure 1. The dermatitis of this patient 
was more pronounced than that of any of 
the other patients. It required about three 
weeks for its disappearance. She sought 
other employment and was again seen one 
year later. Patch test with raw carrot was 
still positive, and, as is later discussed, also 
positive with celery and some vegetables 
botanically related to the carrot. Despite 
positive result of patch tests, she handled 
raw carrots and celery at intervals of one 
to three weeks in cooking for a family of 
three persons without untoward reaction; 
she ate raw celery without reaction, but 
purposely refrained from eating raw carrots. 

Of the 17 patients reported by Peck, 
Spolyar, and Mason! the dermatitis is 
described as various clinical types of acute 
and chronic contact dermatitis. The parts 
affected were the palms, the thenar and 
hypothenar eminences, the dorsa of the 


hands, the forearms, and in some the neck, 
face, and eyelids. 





Fig. 1—Sensitization dermatitis to carrots. 
She wore rubber gloves ; 
vesicles and moist oozing areas. 


The patient was engaged in trimming carrots. 
the hands were exempt. 


The forearms were red, edematous, with 


There was extension of redness to the midportion of. the 


arms. One year later a patch test with raw carrot was still positive and also positive to some 
vegetables (discussed in the text) botanically related to carrot. 
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Of their 17 patients 15 showed strongly 
positive patch tests to slices of raw carrots. 
The reaction was less positive to the out- 
side of the carrot. In addition, they observed 
positive reactions to the following material: 
water extract of carrot, the dried residue 
of this extract, an ether and also an acetone 
extract of carrot, juice extracted from 
carrots, raw carrots regardless of where 
growing, and a heated carrot (240 F.,.15 lb. 
[6.8 Kg.], two and a half hours). 

In the study of Peck and associates 
negative patch tests to slices of raw carrots 
were observed in all but 2 of 77 persons 
comprising a control group. The two ex- 
ceptions showed scattered areas of punctate 
redness at the follicular openings. This type 
of reaction was also observed in two of 
three other control subjects after raw carrot 
remained on the skin for 48 hours and also 
for 72 hours, but not after 24 hours. These 
reactions were not vesicular, but were fol- 
licular and resembled those. obtained with 
low concentrations of primary irritants. 

All but one of their patients with der- 
matitis from carrots who reacted positively 
to patch tests ate carrots without untoward 
reaction. The one exception after eating a 
cooked carrot had edema of the lips and 
perioral dermatitis. 

The dermatitis of the seven patients re- 
ported by Vickers? was similar to that of 
our patients—erythematous with vesicles. 
The hands were affected in all his patients, 
and in some the forearms, face, and neck. 
All reacted to patch tests with raw as well as 
“blanched” carrots (immersed for a short 
time in broiling water). He regarded 
blanched carrots as more harmful. He 
attributed this to greater liberation of the 
sensitizing principle. Two of the patients 
purposely ate a raw carrot, without un- 
toward reaction. 

Vickers conducted patch tests with raw 
carrots on 55 normal persons. The patches 
remained on the skin from one to three 
days. All reacted negatively except three 
persons who showed positive reaction in 
three days. 

Vickers also observed that’ the skin-sen- 
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sitizing principle could be extracted by 
water, alcohol, acetone, and ether. The 
essential oil of carrot (of which the known 
constituents are pinene, terpineol and 
cineole) * was prepared by steam distillation. 


This was used in patch tests on five of the 


affected patients with negative results. 
Vickers conducted this study since Henry * 
had concluded that the sensitizing principle 
of celery was the essential oil, one consti- 
tuent of which is limonene, which is also 
present in essential oils of orange, lemon, 
bergamot, caraway, and dill. This would 
suggest that so far as concerns essential 
oil, carrots would not be involved in cross 
sensitization phenomenon with fruits and 
vegetables containing limonene. 

In ‘the study of Wiswell and his collab- 
orators * of sensitization dermatitis to celery, 
patch tests were conducted with an ether 
extract of celery. This study suggested that 
the essential oil of celery, of which dextro- 
limonene is the predominating constituent, 
may be -the sensitizing principle. In a sub- 
sequent report of Henry® of sensitization 
dermatitis to celery, one of the reported 
patients had previously suffered from der- 
matitis when peeling oranges and lemons. 


Studies of Cross Sensitization _ 


Carrots are botanically classified in the 
Umbelliferae family. Some members of this 
family are anise, fennel, caraway, dill, 
coriander, parsnip, turnip-rooted celery 
(celeriac), pascal celery, and parsley. 

In order to determine if allergic cutaneous 
sensitivity to carrots extended to some other 
botanical. relatives, patch tests were per- 
formed with the aforementioned ones. In 
this study Negroes were excluded in con- 
sideration of difficulty in reading positive 
result of patch tests. Of the white women 
who had sensitization dermatitis to carrots, 
three consented to these tests. 

In the case of fennel, caraway, anise, and 
coriander, what is commercially called the 
seed (and sold for seasoning) is in fact 
the fruit of the plant. This fruit or “seed” 
was ground, water was added, and the re- 
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sulting mixture employed in the patch test. 
In the case of dill, a water extract was made 
of the dried fruit, stalk, and leaf, and this 
solution was employed. For the remaining 
vegetables a portion in the raw state was 
used. 

Of the three women studied (Patients A, 
B, C), one, as aforementioned, is repre- 
sented in Figure 1. Patch tests for cross 
sensitization were performed on this patient 
(A) one year after she had sensitization 
dermatitis to carrots. The other patient 
(B) had recently recovered from sensitiza- 
tion dermatitis to carrots. The results in 
the case of patient A were as follows: Raw 
carrot was strongly positive—redness, edema 
and vesicles; parsnip 3-++; turnip-rooted 
celery 3+; Pascal celery 2+. For patient 
B, raw carrot was 2 +, parsnip 2 ++, turnip- 
rooted celery 2+, Pascal celery negative. 
Both patients showed negative reaction to 
water extract of dill and also to anise, 
fennel, caraway, and coriander. Patient C 
had sensitization dermatitis at the time the 
following tests with their results were per- 
formed: Raw carrot 3 +, Pascal celery 2+, 
turnip-rooted celery 2+, parsnip negative, 
parsley negative. The latter included a 
closed patch test with the crushed stalk and 
leaf, and an open test with an acetone ex- 
tract of the stalk and leaf. During the time 





Fig. 2.—Showing 2+ reaction to raw parsnip; 
test with raw carrot was strongly positive. These 
two tests were the only ones performed on this 
patient who had had sensitization dermatitis to car- 
Tot. 





of application of these tests the dermatitis 
became aggravated. 

Another patient who had recovered from 
sensitization dermatitis and had a strongly 
positive reaction to raw carrot, also showed a 
2-+ reaction to raw parsnip (Fig. 2). 
Parsnip was the only additional patch test 
performed on this patient. 

Apparently, then, allergic cutaneous sen- 
sitivity to carrots extends to some of the 
other botanically related vegetables. To our 
knowledge this conclusion based on results 
of patch tests has not been recorded in the 
literature, although other writers comment 
on the cutaneous allergenicity and photogenic 
action of some vegetables and plants in the 
Umbelliferae family. For central and north- 
eastern United States and adjacent Canada, 
Gray’s “Manual of Botany’, eighth edition,® 
lists a total of 86 species classified in 45 
genera. It would be interesting to know 
the extent of cross sensitization phenom- 
enon. Further study may show a wide sen- 
sitization spectrum. 

In Baer’s* study of cross sensitization of 
compounds of quinone structure he con- 
cluded that the degree of specificity of each 
cross sensitization depends on the more or 
less frequent occurrence of the determinant 
chemical grouping. Each and every patient, 
however, develops his own pattern of cross 
sensitization, which is as characteristic for 
him as his fingerprints. It is to be noted 
that results of patch tests in our three pa- 
tients showed some variation. 

Legrain and Barthe® in their report of 
sensitization dermatitis to celery call atten- 
tion to photodermatitis caused by another 
umbelliferous plant—Heracleum sphondy- 
lium (cow parsnip, hogweed) long known 
in France as panaisie or mal de panais. 

Two cultivated species of Heracieum are 
known to evoke dermatitis. Straton® re- 
ported its occurrence from handling the cut 
stems of Heracleum giganteum and _photo- 
dermatitis from Heracleum mantegazzianum 
was reported by Miescher and Burckhardt 1° 
and by Kuske.™! Another umbelliferous 
plant causing sensitization dermatitis is 


153 








angelica. Its stem, leaf, and stalk are used 
in salads and as a cooked vegetable, and 
its roots is candied and eaten as a conserve. 
By virtue of its pleasant fragrance (hence 
its name) its root and seed are used in 
flavoring liqueurs (especially French) and 
also gin. 

The pattern of eruption caused by these 
umbelliferous plants is an erythematous vesi- 
cular or erythematous bullous eruption. The 
dermatitis herein reported from carrots is 
in conformity. An additional aspect (as later 
discussed) inherent in the photosensitizing 
action, notably of Heracleum sphondylium 
(hogweed) and of Pastinaca sativa (pars- 
nip) is residual pigmentation. This photo- 
dermatitis comprises dermatitis butlosa 
striata pratensis (grass or meadow derma- 
titis) described by Oppenheim.’? 

European botanists distinguish the culti- 
vated, garden-grown, edible parsnip as var- 
iant hortensis Ehrh; the weed wild pars- 
nip as variant pratensis. If seeded in the 
garden, the plant retains its characteristics ; 
its fleshy root is edible. If it grows in other 
places (escaped) by dissemination, it is not 
known if it retains the characteristics of the 
cultivated: form.'* 

The wild parsnip (variant of Pastinaca 
sativa) is a biennial of the family Umbell- 
ferae and is outstanding in its photogenic 
action. This action and its widespread dis- 
tribution reasonably incriminates it in the 
inexplicable cases of Oppenheim’s meadow 
dermatitis. It has been stated that photo- 
genicity is most pronounced during the 
flowering period. The observations of Bell- 
ringer !* suggest that the photodynamic 
power of certain plants may be subject to 
geographical variation. According to Kla- 
ber,!® the popular name of wild parsnip 
varies in different districts, e.g., heeltrot, 
hockweed, bird’s-nest, hart’s-eye, madnip. 
When cultivated it assumes the characteris- 
tics of the garden (cultivated) parsnip. 

+ Next to juniper berries angelica is the main 
flavoring ingredient of gin (Guenther, E.: The 
Essential Oils, New York, D. Van Nostrand Co. 
1950, Vol. 4, p. 554). 
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In Charpy’s?® study of the dermatosis 
evoked by wild parsnips and their photo- 
sensitizing action, he mentions three essen- 
tial circumstances: exposure to the plant, a 
wet state of the skin, and exposure to the 
sun; in lieu of the latter, exposure to the 
glow of a fire grate (chaleur d’un foyer) 
the same night of the day of exposure to 
the plant. In 50% of his cases pigmentation 
ensued. 

McKinlay '* produced a blistering erup- 
tion on his skin with six different specimens 
of wild parsnips (Pastinaca sativa). This 


_ reaction was facilitated when the plant was 


applied to the sweat-covered skin. He made 
no mention if exposure to the sun was a 
prerequisite. In Klaber’s 15 study applica- 
tion to the skin of the stalks and flowers 
of wild parsnips produced no cutaneous re- 
action unless the site was exposed to the 
sun. 

Comparable to the wild-growing pars- 
nip, the garden-grown or cultivated pars- 
nip exerts photosensitizing action. Starck 8 
reported pigmentation of the hands of 13 
women engaged in processing parsnips. 
During their lunch period these patients sat 
in. the sun. Pigmentation was preceded by 
variable degrees of erythema with or with- 
out vesicles or bullae. The pigmentation 
disappeared in one to two months. 

Others (Lee,!® Hellier,t Whittle {) re- 
ported an erythematous vesicular or bullous 
dermatitis appearing as late. as 48 hours 
after contact with garden parsnip during ex- 
posure to the sun. A characteristic feature 


is the appearance of pronounced pigmenta- 


tion. 

A comprehensive study of parsnip 
(garden) dermatitis was made by Beli- 
sario.° He reported its occurrence in nine 
men, personnel of a military hospital in 
New Guinea. The bullous dermatitis affected 
the hands and elsewhere, appeared after 
peeling parsnips while sitting in the sun, 
and was followed by pronounced pigmenta- 
tion. 

Belisario ”° lists three prerequisites. in the 


t Discussion of Lee.” 
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production of this dermatitis: (1) contact 
of parsnip material with the skin; (2) mois- 
ture, sweat, juice of the plant or water in 
contact with the skin and parsnip at the 
same time, or moisture containing the active 
principle of parsnip in contact with the 
skin; (3) the action of certain of the sun’s 
rays at time of contact or within a limited 
time (probably about 48 hours). No two 
of these prerequisites alone will produce der- 
matitis. He regards the latter as an ex- 
pression of photosensitization, since con- 
ventional patch tests with parsnip gave neg- 
ative results. Pertinent to our study, patch 
tests Belisario performed with carrots 
(which the affected men also contacted) gave 
negative results. On the other hand, in 
Lee’s ® patients with parsnip dermatitis, 





Fig. 3—Showing residual pigmentation and scar 
from contact with mustard gas in a combatant in 


the first World War. Dermatitis from mustard 
gas and from wild parsnips is characterized by an 
erythematous bullous eruption with residual pig- 
mentation. Mention is made of this in reports of 
dermatitis from wild parsnips and also of the im- 
poor of differential diagnosis in time of war- 
are, 


‘patch tests with the leaf and stem of culti- 


vated parsnip gave positive reaction, whereas 
positive reaction—erythema with blister- 
ing—occurred after contact with the leaf 
for four hours followed by exposure to the 
sun for two hours. In the study herein re- 
ported parsnip as a secondary allergen ap- 
parently exerted allergic reaction. 

We would conclude that dermatitis from 
both wild-growing and cultivated varieties 
of parsnip is predominately that of photo- 
sensitization, although sensitization (al- 
lergic) dermatitis apparently occurs. 


Attention has been called by some authors 
to the similarity of dermatitis from wild- 
growing and garden parsnip to that produced 
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Fig. 4—This photograph of the pigmentary 
stage of a pellagrous eruption (Klauder and 
Winkelman™) is almost an exact replica of the 
illustration in Starck’s report showing pigmen- 
tary stage of dermatitis from cultivated parsnip. 
Both dermatoses commonly appear on the hands 
and in the acute early stage are presented as an 
erythematous bullous eruption with residual pig- 
mentation that lasts for months. 
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by mustard gas (Fig. 3) and to pellagra. 
The pigmentary stage of a pellagrous erup- 
tion shown in Figure 4 is a replica of the 
illustration in Starck’s report.!8 

Belisario ® pertinently advises that pars- 
nips should not be handled (with ungloved 
hands), especially in the tropics in the sun. 

We have never observed (period of sev- 
eral years) allergic or photosensitization 
dermatitis among workers processing pars- 
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nips.§ During a seasonal peak (usually in 


November) from 25 to 100 women may be 
so engaged. Absence of photosensitization 
dermatitis: may be attributed, as suggested 
by Klaber © (in commenting on infrequency 
of dermatitis from cultivated parsnip), to 
the following circumstances: diminished in- 
tensity of sunlight in the autumn, - before 
which the plants are seldom harvested; a 
second year’s growth being perhaps neces- 
sary to fully develop the capacity to photo- 
sensitize. 


Phytophotodermatitis and Its Relation to 
Botanical Species 

This term was suggested by Klaber 1° to 
include all eruptions produced by external 
contact with plants and their extracts, after 
subsequent exposure to light. The term 
heim 1? coined the unwieldy label “derma- 
titis bullosa pratensis striata.” - 

It is to be recalled that in 1926 when 
Oppenheim first described “meadow derma- 
titis,’ eau de Cologne, the fig, and certain 
dyestuffs were perhaps the only substances 
known to exert an exogenous photogenic 
action. The cow parsnip and the wild-grow- 
ing parsnip were perhaps the first plants 
known to produte the characteristic features 
of meadow dermatitis. 

Subsequently, our knowledge of phyto- 
photodermatitis has been considerably ampli- 
fied. Reviews || have been published by 
Klaber,!® Bellringer,* and more _ briefly 
by Goldsmith and Hellier.?4 It will suffice 
to briefly summarize the dermatitic proper- 
ties of the Umbelliferae and other botanical 
species. 

The Umbelliferae are outstanding in 
causing dermatitis and exerting photody- 
namic action. In addition to the Umbelli- 
ferae already discussed, dermatitis has been 
reported following contact with other mem- 
bers of this family—fennel, dill, parsley, and 


§ Old records, however, mention occasional oc- 
currence of dermatitis on: the hands of workers 
processing parsnips. No mention was made of 
patch test studies. 

|| These reports afford more complete bibliogra- 
phy than is herein recorded. 
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wild carrot. Kuske! obtained from the 
root of the masterwort (Peucedanum 
ostruthium, an umbellifer) an extract that 
produces photosensitization. 

The Rutaceae are the next most frequent 
in capacity to photosensitize. This includes 


the common rue (Ruta graveolens) and 


another member of the same family, Dic- 
tamnus albus, also called “gas plant”, and 
“burning bush.” The Rutaceae includes all 
the citrus fruits; of these, several varieties 
of lime and bergamot are capable of photo- 
sensitizing. 

The recent reports of Szegé and co-authors are 
pertinent (Durch Ruta graveolens verursachte 
massenhafte Dermatitis bullosa als Berufsschadi- 
gung, Dermat. Wchnschr. 130:1180, 1954; Szegs, 
L., and Tamas, M.: Untersuchungen tiber die 
Rolle der physikalischen Faktoren bei durch Ruta 
graveolens verursachten Dermatitis, Berufsderma- 
tosen 3:84, 1955). These authors report outbreak 
of bullous dermatitis with residual pigmentation 
among workers harvesting Ruta graveolens (used 
in manufacturing Rutin). The authors regarded 
the following circumstances as conditioning fac- 
tors: contact with the perspiring skin, or contact 
with the plant after rainfall during exposure to 
the sun. Positive patch tests were facilitated by 
employing fresh moistened leaves and also blos- 
soms of the plant, after exposure to ultraviolet 
light. Patch test with dried leaf powder or its 
alcoholic extract was negative. 

The Moraceae family is represented by the 
fig, whose photogenic action has long been 
known. The study of Kitchevatz?? sug- 
gests that figs contain a substance capable 
of acting as a direct cutaneous irritant in 
addition to that responsible for photosensi- 
tization. 

Other botanical families include Ranun- 
culaceae (buttercup), Convolvulaceae (bind- 
weed), Cruciferae (mustard), Rosaceae 
(agrimony), and Compositae (Achillea 
millefolium [milfoil, or common yarrow] ). 

In contrast to photosensitization of ani- 
mals by ingestion of certain plants, there 
was no evidence of this occurrence in human 
beings until the observations of Grzybow- 
ski.25 He reported photosensitization ac- 
companied by a pellagra-like eruption and 
systemic symptoms in undernourished per- 








UMI 








UMI 


CARROT DERMATITIS 


sons after they had eaten Chenopodiaceae 
(goosefoot).# 

The terms “dermatitis bullosa pratensis 
striata” and ‘“phytophotodermatitis” sensu 
strictiort connotes a photoactinic cutaneous 


' disease. Characteristic features are delayed 


cutaneous reaction (as late as 48 hours) 
and residual pigmentation persisting for 
months. As is well known, pigmentation is 
intimately associated with photosensitization ; 
to wit, prophyria and pellagra. Added fea- 
tures are erosions, ulcerations, and scarring 
that do not occur from _ pigmentation 
(tanning) from exposure to the sun. Mc- 
Kinlay 17 observed scars resulting from 
wild-growing-parsnip dermatitis. 

It is interesting to note, however, that 
Charpy 1® observed absence of pigmentation 
in some cases of dermatitis from wild-grow- 
ing parsnip, a notorious photosensitizer. 
This indicates either instances of phyto- 
photodermatitis without residual pigmenta- 
tion, or that the dermatitis was an expression 
of an allergic reaction to wild-growing pars- 
nips. Is pigmentation a prerequisite in diag- 
nosis of phytophotodermatitis ? 

Klaber 15 points out that the wave lengths 
responsible for photodynamic action have 
been more accurately determined for wild- 
growing parsnip and the fig. 

In Jensen and Hansen’s ** study of photo- 
genic action of wild-growing parsnip they 
employed a variety of filters and projection 
of a continuous spectrum through a spectro- 
graph (aptly termed by some “a patch test 
with a rainbow”). This demonstrated that 
the most active spectral range lay between 
3200 and 3600, with less important bands 
between 2640 and 2800 A. 

It is conceivable that similar Studies with 


# It has been assumed (Kerl, W: tber die Mel- 
anose (Riehl), Arch. Dermat. u. Syph. 130:436, 
1921) that photosensitizing substances in ingested 
foods are concerned in pathogenesis of Riehl’s 
melanosis. In conformity, it has been pointed out 
that the melanosis was scarcely ever observed after 
normal nutritional conditions had been restored. 

Grzybowski discusses the possibility that the 
disease he reported may have been pellagra. The 
illustrations in his report considerably resemble 
pellagra. 


additional Umbelliferae may demonstrate 
photodynamic power. 


Comment 


We have never observed continuation of 


. carrot dermatitis or its recurrence through 


cross sensitization. Workers with such der- 
matitis are transferred to other work. If 
their employment continues, it is likely they 
contact umbellifer vegetables. Experience 
does not suggest necessity of maintaining 
these workers on nonumbellifer vegetables. 

The edible umbellifers—carrots, pars- 
nips, parsley, celery (including celery salt), 
and turnip-rooted celery—should be con- 
sidered in causation of dermatitis of the 
hands of housewives. It is likely that ex- 
posure to these vegetables is not sufficient 
in degree or duration to cause sensitization. 
This may not apply, however, to kitchen 
and restaurant workers, and to employees 
constantly engaged in making salads in 
which these vegetables are handled in the 
raw state. Consistent with this warning, 
Gougerot and Carteaud * mention the case 
of a kitchen worker whose vesiculobullous 
dermatitis of the hands was caused by celery 
salt. 

Consideration, too, should be given to 
these vegetables eaten raw or cooked as a 
cause of chelitis and perioral dermatitis, al- 
though this was observed from carrots in 
only 1 patient of the total of 37 herein re- 
ported and those reviewed. 

Dr. Martin S. Dunn, Professor of Botany, Phi?- 
adelphia College of Pharmacy, Philadelphia, <jis- 


cussed the above paper with us and made criticisms 
and suggestions. 


1934 Spruce St., Philadelphia. 
Camden, N. J. 
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Congenital | ocmin in Hereditary 


O Hodewial Dysplasia 
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and 
T. F. HUBBARD, M.D., Omaha 


Huntin 

Hereditary ectodermal dysplasia presents 
a syndrome of incomplete development of the 
epidermis and its appendages and is asso- 
ciated with sweating disturbances, anomalous 
growth of the nails and teeth, and hypo- 
trichosis. The clinical picture may vary con- 
siderably, depending onthe degree of de- 
velopment of each of these signs. It has. 
been pointed out that the disease involves 
not only skin and structures derived from 
ectoderm, but also organs of mesodermal 
and endodermal origin.* We have recently 
studied a case of ectodermal dysplasia which 
was associated with severe refractory anemia 
of long duration. As this case affords inter- . 
esting observations on the problem of hered- 
itary ectodermal dysplasia, as well as 
primary refractory anemia, a detailed 
description of the case will be presented. 





Report of a Case 


The patient was hospitalized on Dec. 26, 1953, 
because of abdominal pain, weakness, and fatiga- 
bility. From his youth he had experienced diffi- 
culty in swallowing and was intermittently unable 
to tolerate solid food. Two years prior to admis- 
sion he noted the onset of intermittent, nagging 
abdominal pain in the right upper quadrant which 
had no relation to food intake, activity, or bowel 
movements. The pain seemed to be precipitated 
by anxiety. Within the previous six months the 
patient had become increasingly weaker, with easy 
fatigability, anorexia, and dyspnea on exertion. 
For years he had had a cough which had recently 
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become productive of small amounts of sputum. 

The patient also stated that throughout his entire 
life he had had dryness and thickness of the skin 
associated with scaliness and easy bruising. The 
nails of the hands and feet had failed to grow 
and there was “spottiness’ of the skin and dimin- 
ished scalp hair. The teeth that appeared were 
malformed and degenerated early in life. Per- 
spiration was somewhat diminished, but the patient 
had always had moist palms and feet. He did not 
tan easily. On exposure to warm weather he suf- 
fered weakness, fatigue, and occasional vertigo. | 

Past History—The birth and early develop- 
mental history were not remarkable, though the pa- 
tient was always underweight and lacking strength. 
At the age of 7 years he developed acute mastoi- 
ditis, which necessitated a mastoidectomy and 
tonsillectomy. At this time the blood examination 
revealed an anemia with 55% hemoglobin (Hb), 
3,100,000 erythrocytes (RBC) and 7,200 total 
leucocytes (WBC), with 49% segmented neutro- 
philes, 1 nonsegmented neutrophile (stab forms), 
1 eosinophile, 46 lymphocytes, and 3 monocytes. 

At the age of 16 he complained of weakness, 
and anemia; 3,640,000 RBC and 11.7 gm. Hb. per 
100 cc. were found. WBC were 5,400, with 24 seg- 
mented and 13 stab forms, 3 eosinophiles, 58 
lymphocytes, and 2 plasma cells. Despite this con- 
dition, he was accepted for military service and 
served in the Air Corps in 1947. After one month 
of training, he was admitted to the hospital, where 
he spent four months and then received a medical 
discharge because of anemia. After this the pa- 
tient was treated in several hospitals with liver 
injections, thyroid preparations, calcium and iron 
salts, apparently without benefit. For the past two 
years he had received no medication. He had 
never received a blood transfusion. 

Family History—The father was 49 years old 
and had had a gastric resection for duodenal 
ulcer. The mother was 46 years old and well. The 
youngest brother had the same skin manifestations 
as the patient and was mildly anemic. One brother 
died when 23 years old, of chronic myelogenous 
leukemia. One brother had had pulmonary tuber- 
culosis. One sister was living and well, with two 
normal children. Another sister died of a congeni- 
tal heart lesion at the age of 7 days. 

The father was of “Pennsylvania Dutch” an- 
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cestry, and the mother was of French and German 
extraction. No connection to the French-Canadian 
family described by Clouston™ could be traced. 
No cases of hematologic or skin disorder were 
known in the antecedents. 

All members of the family except the A-posi- 
tive mother were of O blood group. The patient 
and his mother were the only Rh-positive persons. 
Slight anemia was present in the father and the 
20-year-old brother with ectodermal dysplasia. 
The father’s anemia was possibly due to his post- 
operative condition, while the cause of anemia 
(3,850,000 RBC, 10.7 gm. Hb per 100cc., and 4,100 
WBC) in the brother was unexplained. The ster- 
nal marrow was not remarkable. 
examination of his hemoglobin revealed normal 
mobility. The alkali resistance test revealed 5% 
hemoglobin. 

Physical Examination—The patient was a 
poorly developed and poorly nourished 26-year-old 
white man. Body weight was 111 Ib., height 6414 
in., pubis-vertex distance 33 in., arm span 63% 
in. The skin showed generalized scaling and dry- 
ness. There were areas of diffuse reticular pig- 
mentation with teleangiectasia, and mottled depig- 
mentation of the body and extremities. Only a 
few small residuals of nails could be observed on 
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complete absence of teeth. The tongue was 
smooth and partly coated with a whitish, pearl- 
like adherent membrane (Fig. 2). Senses of 
smell and taste were normal. Chest was clear to 


auscultation and percussion. There was a slight 
right kyphoscoliosis of the spine with rudimentary 
spinous processes of D 8 and 9. The breasts were 
flat; the nipples, everted. The heart was not ab-’ 
There was a very slight tenderness upon 


normal. 





Fig. 2.—Photograph of the patients pro.wer, 
showing leucoplakia and atrophy of the mucosa 
of the tongue and pigmentary anomaly of the skin 
about the neck. 





Fig. 1—Photograph of the hands, demonstrating loss of fingernails and increased wrinkling of 


the skin on the fingers. 


the fingers (Fig. 1). The body hair was sparse 
and very fine in texture. There was scaling of 
the skin of the scalp. The hair was quite dry, 
brittle, and lusterless, and the growth was scanty 
on top of the head and in occipital region. The 
hairline was poorly defined. The eyebrows were 
diminished in size. Only a few short axillary hairs 
were found. The pubic hair was scanty and of 
female distribution. The media of the eyes were 
clear, and the fundi showed no abnormalities. Nose 
was well formed. There were no skin wrinkles 
about the mouth. The lips were small, the ver- 
milion border being well defined. There was a 
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deep palpation throughout the entire right upper 
abdomen. Liver and spleen were not palpable. The 
testes, prostate, and penis were small. There was 
a concentric meatal stricture of congenital type. 
Neurological examination was noncontributory. 
Laboratory Data.—X-rays of the chest revealed 
a soft bilateral upper lobe infiltration. X-rays of 
skull, hands, feet, lumbar spine, kidneys, gall blad- 
der, and intestinal tract were negative. Thoracic 
spine showed slight scoliosis to the right and 
underdeveloped spinous processes of D 8 and 9. 
Urinalysis showed negative reactions for sugar 
and albumin, as well as for uro- and coproporphy- 
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rins. Blood examination revealed 6.0 gm. of Hb, 
per 100 cc. and 2,200,000 RBC. Hematocrit was 
20%, MCV 99.9 cug, VI 1.01, MCH 27.3yy, CI 
0.87, MCHC 30%, SI 0.87. In the peripheral smear 
there was an anisocytosis, slight macrocytosis, 
poikilocytosis, and slight hypochromia. Reticulo- 
cytes were 0.5%; WBC were 3,500, with 45 seg- 
mented, 7 stab forms, 2 eosinophiles, and 46 
Iymphocytes. There were a few atypical lympho- 
cytes and an occasional myelocyte and erythro- 
blast. Platelets were 180,000; bleeding time two 
minutes, clotting time four and one-half minutes. 
The tourniquet test was positive. Sternal marrow 
showed moderate erythroid hyperplasia with my- 
elopoiesis shifted to the left and only a few mega- 


normal, and hyperventilation produced no build-up. 

Skin biopsy specimens from the right upper arm 
and left forearm showed well-formed skin with a 
rather thin epidermis. There was a moderate 
amount of brown granular pigmentation in the 
basal layers of the epidermis, but none in the 
depigmented areas. Hair follicles and sweat glands 
were slightly diminished. No iron pigmentation 
was found in the cutis. Sweating studies by the 
method of Minor‘ revealed that in the depig- 
mented areas there were only a few or no sweat 
points, but the pigmented patches showed adequate 
diaphoresis (Fig. 3). 

Clinical Course —The abdominal pain, which was 
quite intense on admission, disappeared in 24 hours, 
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karocytes (Table). The blood group was O-posi- 
tive. Direct and indirect Coombs tests were nega- 
tive. Osmotic fragility was normal. A test for 
sickling phenomena was negative. Electrophoret- 
ically, the hemoglobin migrated as a single peak in 
a buffer of pH 6.8. The values for alkali-resistant 
hemoglobin were elevated to 6% to 8%. There 
was no occult blood in the stool. Fecal urobilino- 
gen was 83.6 mg. per 24 hours. Blood serology 
was negative; sedimentation rate, 133 mm/hr. 
Blood chemistry was as follows:. blood sugar 
67 mg., urea nitrogen 15.2 mg., protein 7.0 gm. 
per 100 cc.; A/G ratio 5.65/1.35; bilirubin 0.36 
mg. per 100 cc.; Sulfobromophthalein 6.75% re- 
tention at 45 minutes; cephalin flocculation 2+; 
thymol turbidity 5.41 units; prothrombin concen- 
tration 82%; alkaline phosphatase 5.0 units; cal- 
cium 9.6 mg., phosphate 3.08 mg., cholesterol 147 
mg. per 100 cc.; sodium 136 mEq/, potassium 
2.85 mEq/l, -chlorides 83.7 mEq/l. BMR was 
+ 11.5%, glucose tolerance test 50, 175, 160, 140, 
and 50 mg. per 100 cc.; 17-ketosteroids in urine 
were 10.2 mg/24 hours. Electroencephalogram was 





* Fig. 3—Patches of inadequate diaphoresis on 
the forearm as demonstrated by the starch-iodine 
method. 


and the patient complained only of weakness. and 
fatigability. The lung changes suggested a tuber- 
culous process; the tuberculin test was positive, 
but no tubercle bacilli or fungi could be identified 
in multiple sputum specimens. The cause of the 
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anemia was obscure. To exclude iron deficiency, 
0.8 gm. of saccharated iron oxide was given in- 
travenously, without any change in the hemoglobin 
or reticulocyte count. Persisting anemia and leu- 
copenia with marrow hyperplasia suggested the 
possibility of a splenogenic mechanism. To exclude 
immunologic pancytopenia, 300 cc. of the patient’s 
blood was given to another subject and blood 
counts on the recipient performed during the fol- 
lowing eight hours.t There was no change in the 
RBC or platelet count, but the WBC dropped from 
19,600 down to 9,200 in the first hour, to be fol- 
lowed by an increase to 19,000. The leucolysin 
test of Francke® and the in vitro leucocyte ag- 
glutination test of Moeschlin and Wagner” were 
negative. The patient was then given cortisone 
for 24 days. The reticulocytes showed a slight 
rise to 1.6%, but at the end of the treatment pe- 
riod the hemogram was essentially unchanged, 
with 2,000,000 RBC; 6.5 gm. Hb. per 100 cc., and 
3,100 WBC, with 32 segmented neutrophiles, 13 
stab forms, 9 monocytes, and 46 lymphocytes. 

A splenectomy was performed on Feb. 23, 1954; 
the spleen. was not enlarged, but showed several 
fairly firm adhesions. It weighed 135 gm. and 
measured 8 X 11.5 X 3.5 cm. No accessory spleens 
were found. -Liver was not enlarged, but firm and 
slightly granular. The histological examination 
of the spleen revealed a well-preserved architec- 
ture with distinct trabeculation and Malpighian 
follicles. There were prominent sinusoids and a 
mild interstitial fibrosis. Islands of nucleated red 
cells were seen, but neither erythro- nor leuco- 
phagocytosis.: Iron stains revealed a large amount 
of hemosiderin. Liver biopsy showed increased 
amounts of fibrous connective tissue in the portal 
areas with some lymphocytic infiltration. Kupfer 
cells and some of the liver cord cells contained 
hemosiderin. 

During the operative period the patient received 
five blood transfusions, which brought the red 
cell count up to 4,4600,000 and the hemoglobin to 
13 gm. per 100 cc. The leucocytes increased to 
6,100, with 40 segmented, 10 stab forms, 3 mono- 
cytes, and 47 lymphocytes. Reticulocytes were 
0.3%, platelets 256,000. Patient’s blood given to a 
healthy . volunteer caused only slight depression 
of the leucocytes of the recipient’s blood. The gen- 
eral condition was considerably improved at dis- 
charge on March 12, 1954. 

Follow-up Studies—The patient remained well 
until April, 1954, at which time he again began* 
to experience shortness of breath on exertion, and 
progressive loss of weight. On hospitalization in 
June, 1954, the RBC were 2,800,000, Hb. 6 gm. per 
100 ‘cc., and WBC 4,000, with 32 segmented, 5 
stab forms, 54 lymphocytes, and 9 monocytes. The 
sternal puncture showed generalized marrow hy- 
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poplasia with increase in monocytoid cells and 
lymphocytes. (Table 1.) Serum iron was 165y, 
the iron-binding capacity 235y per 100 cc. X-rays 
of the chest showed, in addition to the persisting 
soft infiltration in the apices, increased broncho- 
vascular markings in the perihilar area. 

Despite three blood transfusions, the patient con- 
tinued to have dyspnea on exertion, and a cough’ 
which was productive of a small amount of whitish 
sputum. In August, 1954, x-rays revealed increased 
bronchovascular markings in both lungs which re- 
sembled sarcoidosis. PPD test was positive in 
second strength, but histoplasmin and coccidioidin 
tests were negative. RBC were 2,660,000, Hb. 8.5 
gm., hematocrit 28.5%, WBC 10,500, with 12 
segmented, 1 stab form, 1 basophil, 6 eosinephiles, 
5 monocytes, and 75 lymphocytes. The sedimenta- 
tion rate was 132 mm/hr. There were no tubercle 
bacilli or fungi found in the sputum. 

In October, 1954, the patient was again hos- 
pitalized as his cough had progressed and his 
sputum was streaked with bright red blood. He 
experienced extreme shortness of breath and pal- 
pitation from such mild exertion as raising himself 
in bed. Thoracic and‘ diaphragmatic excursions 
were diminished bilaterally. X-rays of the lungs 
showed coarse, mottle infiltration throughout both 
lungs, with relatively free apices. X-rays of spine, 
hands, feet, and skull were negative. Sputum 
examination revealed streptococci sensitive to tet- 
racycline. Culture for tubercle bacilli and guinea 
pig innoculation were negative. Hb. was 8.0 gm. 
per 100 cc., RBC 2,800,000, WBC 12,000, with 21 
segmented, 11 stab forms, 1 eosinophile, 5 mono- 
cytes, and 62 lymphocytes. There were anisocyto- 
sis, poikilocytosis, and hypochromia; with target 
cells in the peripheral blood smear. Platelets were 
42,000, reticulocytes 2.9%, sedimentation rate 133 
mm/hr, Fecal urobilinogen was 36.4 mg/24 hrs. 
Three blood transfusions brought the Hb. to 11.5 
gm. per 100 cc. and RBC to 3,200,000, but the pa- 
tient remained dyspneic and apprehensive. He 
showed a febrile course, which did not respond to 
treatment with tetracycline or streptomycin-isoni- 
azid. He was very depressed and difficult to man- 
age. On Nov. 24, 1954, he had to be transferred 
to another institution, where he suddenly died on 
Nov. 28, 1954. Autopsy revealed terminal bron- 
chopneumonia, and a fibrocystic dysplasia of the 
lungs. The liver showed slight periportal fibrosis 
and moderate hemosiderosis. The pancreas was 
normal, and the testes, though atrophic, showed 
no hemosiderin. The bone marrow was hypoplastic. 


‘ Comment 


Congenital ectodermal defects of the 
human body such as hypotrichosis, alopecia, 
defects of the nails, abnormalities of the 
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teeth, and malformations of the skin are 
not uncommon, and Cockayne? in 1933 was 
able to list as many as 300 different types 
of ectodermal aberrations which could be 
regarded as hereditary in origin. However, 
coincident appearance of several ectodermal 
defects in the same person, the so-called 
major ectodermal dysplasia of Weech,** 
seems to be uncommon and most descrip- 
tions are concerned with the conspicuous 
state of anhidrosis and related conditions. 
According to Clouston ** there are two types 
of major ectodermal dysplasia, an anhidrotic 
type, with complete absence of sweat glands 
and disturbance of heat regulation, and a 
hidrotic type, in which the sweat glands are 
normal but the remaining appendages of 
the skin are malformed. The anhidrotic type 
presents a characteristic clinical picture, with 
absence of sweat glands and sometimes 
pilosebaceous glands ; thin, glossy, dry skin; 
dental aplasia; depressed nasal bridge: 
atrophic rhinitis; prominent supraorbital 
ridges, and thick protrusive lips. The hi- 
drotic type is less characteristic, as the pa- 
tients perspire and do not have “saddle 
nose.” However, the scaly skin with sparse 
hair and varying degrees of nail and tooth 
dystrophy make these cases easily recogniz- 
able. Clouston 3* claims that about 3,000 
cases of this type exist in.the United States 
and Canada. Felsher* states that the anhi- 
drotic type is extremely rare, as in sweating 
experiments a certain amount of perspiration 
can always be detected. The term hypohi- 
drosis would be more appropriate for many 
of the anhidrotic cases and many of the 
cases of the hidrotic type would also fit 
this category. 

The history and physical findings in our 
case speak for the presence of major 
ectodermal dysplasia. The scaly skin with 
pigmentary anomalies, sparse scalp and body 
hair, dystrophy of the nails, and the early 
degenerating teeth make the picture quite 
complete. A special type of perspiration was 
observed; there was marked diminution of 
sweat glands in the depigmented areas and 
normal perspiration in the regions of pig- 


mented skin. This “anhydrosis en plaques” 
is peculiar and has not been previously de- 
scribed in ectodermal dyplasia. 

The changes of the skin and appendages 
were associated with malformations of 
spine, tongue, lungs, and penis. This com- 
bination of the developmental defects. sug- 
gests a congenital condition in the sense 
of vitium primae formationis. The brother 
of the patient has a similar skin condition, 
which suggests a hereditary anomaly. 

In the background of the clinical picture 
was the severe anemia, which deserves 
special consideration. The anemia was of 
a normocytic, slightly hypochromic type and 
was refractory to all known hematinic 
agents. The erythrocytes showed a consider- 
able degree of anisocytosis, with occasional 
target cell formation; there were slight 
poikilocytosis, macrocytosis, and polychro- 
masia. No evidence of increased red cell 
destruction could be demonstrated. The 
reticulocytes in the peripheral blood were 
not elevated, the serum bilirubin was normal, 
and repeated determinations of fecal 
urobilinogen gave normal values. Osmotic 
fragility of the red cells was normal, and no 
abnormal agglutinins or hemolysins could be 
detected in the serum. There was no sick- 
ling phenomenon. The hemoglobin migrated 
as a single peak in the electrophoresis. The 
alkali-resistant fetal hemoglobin was ele- 
vated, with values from 6% to 8%. This 
finding is decidedly abnormal, and a value 
of 5% was obtained in the slightly anemic 
brother with ectodermal dysplasia. In view 
of our limited knowledge of abnormal hemo- 
globins, the significance of this finding is not 
clear but again it suggests a congenital 
anomaly. 

The anemia was characterized by leuco- 
penia with relative lymphocytosis and an 
associated thrombocytopenia. The bone mar- 
row was initially slightly hyperplastic. These 
signs were compatible with the picture of 
hypersplenism,{ and, despite the fact that 
the spleen was not enlarged, a splenectomy 
was performed. There was some improve- 
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ment in all hematologic values after the 
splenectomy, but it was of short duration, 
and three months later the patient was 
again hospitalized with the same picture of 
anemia, leucopenia and thrombocytopenia. 
The hyperplastic bone marrow became hypo- 
plastic, with increase in lymphocytes and 
monocytoid elements. The lack of response 
to splenectomy confirmed the initial im- 
pression of primary refractory anemia. 

The clinical and hematological findings in 
this case showed striking resemblance to 
the blood disorder described originally by 
Ehrlich § and later by Fanconi ?? as an ex- 
pression of congenital bone marrow dys- 
function. Since then a large number of cases 
of idiopathic refractory anemia have been 
reported in which the hematologic disorder 
seemed to be congenital and usually asso- 
ciated with malformations of various other 
organs.|| Our case and his brother would 
represent a variant of Ehrlich-Fanconi’s 
syndrome with one interesting. difference in 
that the anemia was associated with con- 
genital anomalies of predominant ectodermal 
origin. 

The association of the anemia with ecto- 
dermal dysplasia might be fortuitous ; how- 
ever, review of all reported cases of ecto- 
dermal dysplasia revealed that anemia in 
these patients is common. Of 115 detailed 
reports which we have reviewed, 44 case 
reports contained more or less complete 
hematological data.J—_ In 10 cases there was 
an anemia with erythrocyte values of less 
than 4,000,000 and a low hemoglobin.#+ 
Together with the cases of our patient and 
his brother, around 25% of reported cases 
of hereditary ectodermal dysplasia show 
anemia. Not included’in this percentage 
are four cases from the literature in which 
the hemoglobin was below 70% of normal, 
but the erythrocyte counts were not sig- 
nificantly depressed.* Hematologic disorders 

§ Cited by Wintrobe.™ 

|| References 13 to 21. 

| References 22 to 59, 

# References 25, 26, 27, 33, 36, 43, 51, 52, 53, 
and 59. 

* References 24, 28, 29, and 35. 
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may, therefore, present an important part 
of the symptomatology of hereditary ecto- 
dermal dysplasia. 

There are good reasons for believing that 
a congenital developmental defect of the 
hematopoietic organs was responsible for the 


changes in our case. The anemia was known ~ 


to have been present from early life. The 
failure of splenectomy, by definition, ex- 
cludes the possibility of splenic panhema- 
topenia. The presence of fetal hemoglobin 
in increased quantity also suggests a con- 
genital anomaly. 

The familial incidence of various abnor- 
malities suggests that the anemia may be the 
result of an inherited trait.f One younger 
brother showed ectodermal dysplasia and 
anemia of mild degree. One sister of the 
patient died as a baby of what appeared to 
be a congenital heart lesion. Another brother 
died at the age of 23 of chronic myelogenous 
leukemia. In view of the etiological re- 
lations between leukemia and aplastic 
anemia,!! a preexisting hematologic disorder 
in this case of the same nature as in our 
patient might be suspected. 

The anemia in our case was slowly 
progressive and refractory to all known anti- 
anemic agents. Liver injections, vitamins, 
‘calcium and iron salts, and cortisone did not 
change its course. Splenectomy provided 
only slight transient improvement and then 
seemed to accelerate the course of the 
disease, and the patient subsequently re- 
quired many transfusions. Splenectomy has 
been found to be of no value in other re- 
ported cases of hereditary refractory 
anemias.{ 


Summary 


A case of primary refractory anemia asso- 
ciated with congenital ectodermal dys- 
plasia is reported. The anemia was of 
normocytic, slightly hypochromic type and 
associated with leucopenia and thrombocy- 
topenia. The bone marrow, which was ini- 
tially hyperplastic, became hypoplastic dur- 
ing the progression of the disease. The 


- + References 15 and 20. 
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anemia was unresponsive to all the thera- 
peutic measures, including splenectomy. 

The patient presented several other con- 
genital malformations, and study of the pa- 
tient’s family revealed multiple congenital 
anomalies, and a brother with ectodermal 
dysplasia of milder degree associated with 
anemia. 

Review of the hematologic values in re- 
ported cases of hereditary ectodermal 
dysplasia: revealed a 25% incidence of 
chronic anemia. It appears that anemia may 
be a significant feature of many cases of 
hereditary ectodermal dysplasia. 
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The occurrence of “similar, simultaneous 
and symmetrical” tumors in monozygotic 
twins is always noteworthy ; the present ex- 
ample of true basal-cell epithelioma in twins 
appears, in addition, to be unique. Unfor- 
tunately, histological confirmation was lack- 
ing in one of the brothers, but the clinical 
evidence seems reliable. 


Previous Literature 


As is welt known, a dominant sex-linked 
inheritance has been demonstrated for cylin- 
dromas (Schmidt-Baumler*). A_ related 
condition has been described by Forman! 
as “familial and congenital basal-celled epi- 
thelioma in the distribution of epithelioma 
adenoides cysticum, and showing some of 


the histological changes of the latter.” It - 


developed on the chin, in the nasolabial folds, 
and in front of the ears at the age of puberty 
(and therefore was not “congenital’”’), taking 
the form of “a basal-celled tumour with cells 
arranged in’ columns. One small cyst con- 
taining horny material was seen.” The con- 
dition was reported in a mother and in 4 
of -her 10 children, 3 of whom had not yet 
attained puberty. The inheritance in this 
family is consistent with a simple autosomal 
dominant. No reference is made to any 
malignant behavior in these tumors, and 
evidently they represent harhartomas of 
sweat glands (“sweat-gland nevi”) and not 
roucnt- ulcers. Apart from these two in- 
stances, both of which are hamartomatous 
rather than malignant, evidence of an in- 


Submitted for publication July 6, 1955. 

Cancer Research Fellow, South African Insti- 
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* Schmidt-Baumler, H.: Familiares Cylindrom: 
Ein Beitrag zur Frage der geschlechtsbegrenzten 
Vererbung, Arch. Dermat. u. Syph. 163:114, 1931, 
cited by Gates.” 


herited tendency to develop basal-cell epi- 
theliomas does not seem to have been re- 
corded (Gates?; McFarland and Meade®; 
Gorer*; Macklin’). Rosanoff * has described 
an instance of carcinoma developing in the 
right side of the face in monozygotic twins 
end causing their death within a few months 
of each other at 80 years or more; neither 
the type of tumor nor the precise localiza- 
tion was stated, but in view of the degree 
of malignancy it would seem unlikely that 
these were rodent ulcers. 


Report of Cases 


The ‘two brothers, B. and F., were born on 
June 19, 1913, and have always been regarded as 
identical twins. Their appearance (shown in Figs. 
1 and 2) is similar; heights are 5 ft. 11 in. and 5 
ft. 10% in. and weights 156 lb. and 160 lb. B. is 
the elder and always has been taller and more 
lightly built. Their skins are fair, and their hair 





Fig. 1.—Portrait of B. 
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is dark brown. When examined in 1955, they 
showed the same characteristic pattern of baldness, 
extending to 3 cm. above the external occipital 
protuberance; the hair displayed a similar degree 
of graying; in eye color they bore a close resem- 
blance, shading from a brown center to a green- 
ish periphery. Blood groups were identical (AB; 





The frown has resulted 
from the intensity of illumination, as F. normally 
wears dark spectacles. Note the sunburn on F.’s 
cranium. 


Rh positive, CCDee; MN; S). Fingerprints re- 
vealed similar patterns of loops in’ 7 of the 10 
fingers, but Captain Gilson, fingerprint expert of 
the South African Police, Johannesburg, readily 
demonstrated differences. Electrocardiograms also 
revealed similar patterns, but again distinct differ- 
ences were demonstrable in the two tracings. The 
brothers have showed a tendency to have the same 
diseases, F. having had an appendectomy at 14 
years and B. at 16 yéars; both required tonsillec- 
tomy in childhood, and during Worid War II both 
complained of tinea pedis of the left foot at the 
same time, though B. had been resident in South 
Africa and had just met F. on his return by plane 
from Egypt. 

Development of Rodent Ulcers—Patient B.: 
In 1950 (when 36 years of age), B., a physician 
(Fig. 1), noticed over the right mastoid area, a 
lesion which he regarded as a sebaceous cyst. It 
was a bluish semitranslucent papule about a quarter 
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of an inch in diameter and was quite painless. 
In 1951, when B. was attending a hospital ward- 
round, a dermatological resident recognized this 
lesion as a cystic rodent ulcer. The diagnosis was 
confirmed by a specialist dermatologist, and in 
July, 1952, this area was treated with x-ray ther- 
apy. No biopsy was performed, as the lesion was 
regarded as a typical basal-cell epithelioma. It: 
became necrotic on therapy and disappeared, leav- 
ing a flat papule the color of the surrounding skin 
and perhaps an eighth of an inch in diameter. This 
papule was excised on Aug. 26, 1952, and examined 
histologically. The specimen revealed a_hyper- 
keratotic epidermis showing some slight ‘increase 
in*the granular layer and hypertrophic degenera- 
tion of the basal layers. In some areas there was 
flattening of the rete ridges; the corium showed an 
extreme degree of basophilic degeneration of the 
collagen and a perivascular lymphocytic infiltrate. 
In addition, there were numerous areas of pre- 
cisely localized deposition of calcium in adnexal 
strictures. No evidence of ulceration or of neo- 
plasia could be observed, and a diagnosis of cal- 
cinosis circumscripta was made. There has been 
no recurrence, and the mastoid scar is healthy 
(Fig. 3). 

Patient F.: In December, 1953, F., a company 
director (Fig. 2), was visited by B. and his wife. 
The lattes, a trained nurse, diagnosed the same 
condition in the same situation in F. In F.’s case 
ulceration had occurred and the lesion was some- 
what crusted. The size was similar, and the edges 
were translucent and pearly around the papule. F. 
stated that this lesion had been present for about 
It was excised and examined his- 
tologically. This specimen revealed a typical basal- 
cell epithelioma (Fig. 5), and in one place. it com- 
pletely invested an adult hair, no trace of the 
follicle remaining (Fig. 6). The neoplasm con- 
sisted for the most part of solid columns of 
streaming spindle cells, with a few areas of epi- 
thelial reticulum (Fig. 7); some contained cystic 
spaces lined by squamous cells (Fig. 6). A few 
tubular cords of cells were present. Phase-contrast 
microscopy revealed intercellular bridges, except 
where the epithelial cells were separated to form 
a reticulum. The outermost layer of cells was 
sometimes columnar and sometimes squamous. 
Mitoses were present. 

In the vicinity of the ulceration the epidermis 
showed enlargement of the nuclei of the prickle 
cells, with prominent nuclear membranes and in- 
creased vvesicularity. The adjacent sebaceous 
glands, sweat glands, and hair follicles were nor- 
mal. 

The papillary layer of the dermis was dense, 
and there was early basophilic degeneration of the 
collagen, sufficient to cause swelling and altera- 
tion in staining of the fibers (affinity for hema- 
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Fig. 3.—Right mastoid area from B. The scar is rather obvious as a result of previous radiotherapy. 





Fig. 4.—Right mastoid area from F. The scar here is almost visible, but it was from this area that 


the biopsy specimen shown in Figure 5 was obtained. 


lum, Weigert’s resorcin-basic fuchsin, and Mal- 
lory’s phosphotungstic acid hematoxylin), though 
no confluent elastosis was present. Frequent clefts 
occurred between the tumor and the stroma, char- 
acteristic of basal-cell epithelioma. The tumor 
had penetrated to the deepest layer of the dermis 
adjacent to the superficial fat of the hypodermis. 

The hairline scar (Fig. 4) in F. is difficult to 
demonstrate in the photograph, and there is no 
evidence of recurrence. 

Family History——This is shown in Figure 8. 
The father (1.1) of the propositus (Patient B.) 
was normal, as were the paternal sibs. The pa- 
ternal uncle (1.3) had normal children. 

On thé maternal side, the mother (1.9) has de- 


veloped solar ‘keratoses, but no basal-cell carcino- 
mas. Her youngest brother (1.19) died in. child- 
hood of diphtheria; 11 sibs reached maturity and 
have not developed skin cancers. Eight sibs have 
families of two or three children, all known to 
the propositus and all normal as regards skin 
tumors; hay fever, but not asthma, is very com- 
mon. Renal stones were diagnosed in I.11, 1.15, 
and I.17. 

The eldest brother (11.1), ten years older than 
the propositus, developed a rodent ulcer on the 
forehead at the age of 36. The second brother 
(11.2) is normal, and the third died at the age of 
12 years of a bone disease (whether osteomyelitis 
or osteogenic sarcoma is not known). 
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Fig. 5—Very low-power photomicrograph of ulcerated nodule removed from B, (Reduced .about 
4 from mag: XX 30; Zeiss-Winkel Planachromat, 2.5 X,-N. A. 0.08 green filter. ) 





Fig. 6—Low-power photomicrograph, to show 
tubular downgrowth of epidermis and a degen- 
erated hair enclosed in epithelioma, together with 
a cystic space in another island of whorled spindle 


cells. (Reduced about % from mag. X 120; Zeiss- 
Winkel Planachromat 10 X,N.A. 0.22 green filter.) 
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The third generation is not yet out of adoles- 
cence. . 


Comment 


A. Are These Identical Twins?—Phys- 
ical similarities, identical blood groups, and 


. similar susceptibility to disease in these 


brothers provide convincing evidence that: 
they are monozygotic twins and outweigh the 
minor dissimilarities observed. Different 
fingerprints are known to occur in identical 
twins, but Herrman * has reported that most 
show similar prints on six or more cor- 
responding fingers. (In these brothers seven 
corresponding fingers were similar.) Dif- 
ferences in electrocardiograms are likewise 
of little significance ; Lepeschkin ® has noted 
that curves are identical in 65% of identical 
twins, similar in 36%, and different in 5%. 

B. Etiology of the Condition—Rodent 
ulcer is a relatively common condition in 
South Africa in white persons of European 
extraction and in albino Negroes. Its re- 
lation to previous excessive exposure to sun- 
light is generally obvious. In these twins 
this relationship is not so apparent. 


1. Site. The mastoid area is an unusual 
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Fig. 7.—Mass of basal-cell epithelioma, showing streaming spindle cells, with regions tending 
toward epithelia reticulum. ‘Shrinkage artifacts are prominent in this region. (Reduced about 4 from 


magnification as in Fig. 6.) 
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Fig. 8—Family tree showing the appearances of rodent ulcer in black. An arrow marks the 


propositus B. Description in text. 


site for rodent ulcer. In an attempt to dis- 
cover the frequency of rodent ulcers in 
this site, the diagnostic material received at 
this laboratory between 1949 and 1953 was 
examined. Of 165 white South African 
men in whom rodent ulcer of the head was 
diagnosed, the precise site was not stated for 
14; of the remaining 151 cases, the post- 
auricular region was affected in 5 (3.3%). 


2. Age of onset. These brothers, as well 
as ‘the elder brother affected, were all below 


'40 years of age when rodent ulcers de- 


veloped. In the series of 165 rodent ulcers 
affecting the head in South African white 
men, the age was noted in 135. Of these, 


20 (14.8%) were persons under 40 years. 

3. History of exposure to. sunlight. The 
tumor appeared two years earlier in B. than 
in F., although B. has been relatively pro- 
tected from exposure, whereas F. has been 
fairly heavily exposed, both during the war 
years, in the North African desert, and also 
since then, for he lives at the seaside and 
bathes. frequently. 

4. Degree of basophilic degeneration of 
the corium. In the biopsy specimen of the 
tumor removed from F., a minor degree 
of basophilic degeneration was present, but 
this was no more than would be expected 
in one with his history of exposure to sun- 
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light. The biopsy specimen from B. showed 
intense basophilic degeneration, but this is 
not significant in view of the previous radio- 
therapy. 

In these brothers simple overexposure to 
sunlight is insufficient to explain the appear- 
ance of these lesions at an early age in an 
unusual site. One must postulate some local 
difference. This may be a simple suscepti- 
bility to exogenous carcinogens which may 
be primary or secondary to an abnormality 
of epidermal differentiation; on the other 
hand, there may be a local production of 
endogenous carcinogens. The more likely 
cause would be local susceptibility to carcino- 
gens. If secondary to an abnormality of 
differentiation, then this abnormality has 
been completely obliterated by the tumor, as 
no evidence of such hamartoma can be de- 
tected in the slides of either the tumorous 
or the irradiated regions from F. and B. 

C. Role of Inheritance.—The occurrence 
of rodent ulcers at an early age in three of 
four brothers and their appearance in iden- 
tical twins at the same site strongly support 
the hypothesis that a hereditary factor is 
involved. The factor is clearly not a simple 
dominant, but it seems unprofitable to spec- 
ulate whether this is an example of re- 
cessivity, sex-linkage, poor penetrance, poor 
expressivity, or polymery. 

The inherited condition is not simply a 
generalized increase in susceptibility to sun- 
light, such as occurs in xeroderma pigmen- 
tosum, for evidence of other basal-cell 
tumors on the skin is lacking; the suscepti- 
bility which the brothers have displayed 
seems to be a precisely localized one, ex- 
pressed at a relatively early age for this 
type of tumor. 


Summary 

Rodent ulcer was diagnosed clinically over 
the right mastoid region of a man aged 
36. Two years later his twin brother was 
found to have developed a lesion of very 
similar appearance in the same site. This 
was: histologically a cystic basal-cell epi- 
thelioma (spindle-celled, with intercellular 
bridges and some keratinization). 
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The brothers are apparently monozygotic 
twins, on the basis of their blood groups, 
appearance, susceptibility to disease, and 
fingerprints. The mother has solar kera- 
toses, and an elder brother developed a 
rodent ulcer of the face at the age of 36. 


Apparently there is a hereditary suscepti- 
bility to.develop rodent ulcers in this family, 
with local expression in these twins in the 
right mastoid region. 


The phase-contrast equipment employed was pro- 
vided by a grant from the South African Council 
for Scientific and Industrial Research. 

Dr. H. W. Clegg, of Cape Town, lent the 
paraffin block of the ulcer. Dr. M. Margo, of Cape 
Town, provided clinical details on Patient F., and 
Dr. S. Gordon supplied clinical details on Patient 
B. Captain Gilson, fingerprint expert of the South 
African Police, commented on the fingerprints. Dr. 
A. Zoutendyk, of the South African Institute for 
Medical Research, determined the blood groups of 
these brothers. Mr. M. Ulrich made the photo- 
micrographs. 

Patient B. displayed interest and gave willing 
cooperation. Dr. B. J. P. Becker and Dr. J. Hig- 
ginson, of the Institute, commented on the manu- 
script. 
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Erythrodermic Preniasis in Children 


A Report of Two Cases 
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Although no form of psoriasis vulgaris is 
very common in childhood, particularly in 
children under 5 years, the erythrodermic 


‘form is extremely rare. In a careful search 


of the dermatologic and pediatric literature, 
we found only two references to its occur- 
rence. Fox? noted that in rare cases the 
eruption “may tend to rapidly involve the 
whole skin.” The other comment was by 
Lehmann in the discussion of Goeckerman 
and O’Leary’s paper on erythroderma 
psoriaticum.? An instance in a 6-year old 
girl was cited. 


We have seen two cases of erythrodermic 
psoriasis in children in the past year. One 
of these was presented before two derma- 
tologic societies * to sample the experience 
of others with this type of psoriasis in chil- 
dren. Only one dermatologist remembered 
having treated a similar patient many years 
ago. We do not recall having observed any 
other examples either in private practice or 
at the New York Skin and Cancer Unit in 
25 years. 

These cases are reported because of their 
rarity. 


Report of Cases 


Case 1.—History—A white girl, aged 7 years, 
was well until July, 1953, when dry scales ap- 
peared on the entire scalp. This was followed 
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within the next two months by an eruption that 
continued to spread despite treatment. There was 
no family history of psoriasis. 
Examination.—When first seen on June 2, 1954, 
the patient appeared in good health except for the 
dermatosis. She complained of difficulty in mov- 
ing her neck, which was held rigidly. The scalp 
was covered with heaped-up crusts and scales. 
Diffuse erythema, scaling, thickening of the skin, 
and fissures were noted in the retroauricular areas 
and on the neck. Various-sized, coin-shaped ery- 
thematous lesions with rupial scales were distrib- 
uted over the trunk and extremities. The skin 
in the perianal region was thickened, fissured, and 
somewhat macerated. The nails were spared, ex- 
cept for the right middle fingernail, which was 
discolored, thickened, and separated from the nail 
bed by subungual scales. Within three weeks the 
glabrous skin was universally involved by a dry, 
scaling erythroderma. There was no arthropathy. 
' Laboratory Findings—The patient was admitted 
to the University Hospital on June 23, 1954, for 


-further study. The hemogram was within normal 


limits, except for an elevated leucocyte count, 
14,200 to 18,500 cells per cubic millimeter. Histo- 
logic examination disclosed psoriasis. The findings 
were interpreted by Dr. Charles F. Sims, as fol- 
lows: “The epidermis is moderately and irregularly 
acanthotic, with elongated rete pegs. Considerable 
parakeratosis is present, and the granular layer 
is spotty. The superficial vessels are dilated, and 
a sparse nonspecific cellular reaction is present. 
Edema of the subepidermal collagen is noted.” 

Treatment and Course.—Daily injections of 30 
U. of corticotropin (ACTHAR) gel (Armour) 
were initiated on June 24, 1954. The usual pre- 
cautions relative to this form of treatment were, 
of course, observed. Total suppression of the 
glabrous manifestations was noted within a few 
days. The affected nail had to be avulsed, however, 
because of the discomfort caused by the separa- 
tion from the nail bed. 

A change was made to oral corticosteroids on 
the 12th day to facilitate ambulatory care. Corti- 
sone acetate, 25 mg. four times a day, was pre- 
scribed initially and was reduced by 25 mg. ap- 
proximately every third day. On the 10th day, 
when the dose dropped to 25 mg. a day, a “break- 
through” occurred. Daily injections of the gel- 
were then resumed and continued until the patient 
was discharged from the hospital on July 25, 1954. 
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No untoward effects except for the early appear- 
ance of a “moon facies” were noted until the fifth 
week of treatment, when a heavy trace of sugar 
appeared in the urine. The administration of 
adrenocorticotropic hormone was consequently stis- 
pended. Within 48 hours there was no longer any 
glycosuria but signs of a recurrence were already 
evident. 

On Aug. 1, 1954, the patient was hospitalized for 
a second time because of a total relapse. It was 
found that 40 U. of corticotropin gel semiweekly 
ana hydrocortisone acetate, 40 mg. a day, were 
required to maintain suppression. An attempt 
to reduce the amount of hydrocortisone acetate 
by 10 mg. a day was followed promptly by an 
exacerbation. Topical remedies, except for bland 
emollients, were poorly tolerated. 

A change in climate was recommended in view 
of the unsatisfactory course and the benefit oc- 
casionally reported in psoriasis from such a 
change. The patient left for El Paso, Texas, in 
September, 1954, where she has been under the 
care of Dr. H. D. Garrett.t Exposure to sunlight 
and bland topical remedies were the essentials of 
treatment. By March, 1955, the skin had cleared 
completely and the patient had gained several 
pounds. This remission, however, did not last 
longer than two months, despite her continued stay. 
At the time of the present writing, the patient’s 
status while in El Paso is the same as it was when 
she left New York. 

Case 2.—History—A boy, aged 13, was well 
until March, 1954, when he developed infectious 
hepatitis, for which he was hospitalized for sev- 
eral weeks. Recovery was apparently complete. 

The first cutaneous symptoms appeared one 
month after the aforementioned illness. These 
were described as “cracks” between the toes and 
fingers. The gradual development of a dry, some- 
what pruritic, diffuse erythematous eruption fol- 
lowed. The patient was admitted to the University 
Hospital on Sept. 17, 1954, because of the re- 
fractoriness of the eruption to conventional meth- 
ods of treatment. 

One cousin was known to have psoriasis. 

Examination.—On admission the scalp was cov- 
ered with micaceous scales, and the glabrous skin 
was the seat of a diffuse, moderately bright ery- 
throderma with silvery-white scales. The palms 
and soles were hyperkeratotic and fissured. All 
the fingernails were lustreless, pitted, and showed 
longitudal ridges. There was no evidence of 
arthropathy, nor did the general physical examina- 
tion reveal any other abnormalities. 

Laboratory Findings.—In view of the history 
of infectious hepatitis, a battery of conventional 


+ This communication is from Dr. H. D. Gar- 
rett. 
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liver-function tests were carried out. All findings 
were within normal limits. The hemogram showed 
no deviation from normal except for a leucocyto- 
sis of 13,750 cells per cubic millimeter on one oc- 
casion. 

The histopathologic examination was made by 
Dr. Charles F. Sims, who reported as follows: 


“The epidermis is fairly regularly acanthotic, with 


elongated and club-shaped rete pegs. The supra- 
papillary plates are thinned, and there is consid- 
erable parakeratosis. A Monro abscess is seen in 
one area. The superficial capillaries are dilated, 
and there is a diffuse mild nonspecific cellular in- 
filtration in the subepidermal corium. Edema of 
the papillary bodies is also observed. The changes 
are characteristic of psoriasis.” 

Treatment and Course—vVarious topical antip- 


soriatic measures were tried during the first few 


weeks of hospitalization. Except for bland creams 
which eased the dryness, the topical approach 
proved futile. 

Adrenocorticotropic and. corticosteroid therapy 
was ‘instituted on Oct. 7, 1954. The response to 
daily injections of 40 U. of corticotropin gel was 
dramatic. Improvement was striking within three 
days, and in less than a week the integument ap- 
peared normal, except for the scalp, nails, palms, 
and soles, which did not show a commensurate de- 
gree of improvement. 

A change to hydrocortisone acetate, 80 mg. 
daily, in divided doses, was made at the end of the 
first week. The response to this hormone was 
equally satisfactory. The maintenance dose for 
this patient proved to be 10 mg. four times a day. 
An attempt to reduce the dose further was fol- 
lowed promptly by an exacerbation, the first sign 
of which was the appearance of pinpoint-sized 
erythematous follicular lesions (psoriasis follicu- 
laris) on the trunk and extremities. The patient 
was discharged from the hospital on Nov. 2, 1954. 

Except for a superficial pyoderma, which re- 
sponded to an antibiotic cream, no complications 
were encountered. An attempt was made to dis- 
pense with corticosteroid therapy during March, 
1955. A total relapse ensued three weeks after the 
hormones were discontinued. 

Other measures were tried. The response to 
the administration of diluted potassium arsenite 
(Fowler’s) solution (1:3) in ascending doses was 
almost as prompt as with the corticosteroids. Clear- 
ing was noted after 9 minims (0.6 ml.) three times 
a day, and the improvement was striking when a 
dose of 15 minims (0.9 ml.) ‘thrice daily was 
reached. The remission thus induced lasted three 
weeks. A second course of arsenotherapy had to 
be discontinued because of gastrointestinal symp- 
toms of intolerance. 

Prednisone (Meticorten, Schering), 20 mg. per 
day in divided doses, was prescribed on June 18, 








UMI 





UMI 





CHILDHOOD ERYTHRODERMIC PSORIASIS 


Pinpoint-sized follicular scaly erythematous le- 
sions (psoriasis follicularis) of the forearm (Case 
2). This was the first sign of a “break-through” 
when corticosteroids were reduced below the 
“morbistatic” maintenance level. 


1955. Improvement with this preparation was as 
dramatic as with the previously administered ster- 
oids. At the end of the first week it was possible 
to reduce the dose by 5 mg. a day; later 5 mg. 
twice daily sufficed to maintain suppression. The 
patient has been well enough to attend school, and 
to date there have been no apparent undesirable 
side-effects. sais 


Comment 


We have already commented on the rarity 
of the generalized exfoliative and erythro- 
dermic form of psoriasis in children. It is 
interesting that two such cases should come 
to our attention within three months of each 
other, one in a girl of 6 and the other in a 
boy of 13. What role, if any, the antecedent 
hepatitis may have played in the latter is 
difficult to estimate.t Laboratory studies 
failed to disclose any evidence of impaired 
liver function. ; 

The evolution of the exfoliative psoriasis 


t References 3 and 4. 





was different in each patient. In the first, 
the erythroderma did not appear until 
psoriasis had been present for one year; 
in the second, the psoriatic erythroderma was 
the initial. manifestation. As in adults, the 
generalized form may be the initial mani- 
festation but more often it follows in the 
wake of the localized form.§ 

Both patients exhibited. changes in the 
nails as well as of the scalp and glabrous 
skin. The follicular involvement (Figure), 
which was the first sign of an impend- 
ing relapse on two occasions in the boy, 
deserves comment. We can recall having 
seen this phenomenon in adults also, whether 
the recurrence of the exfoliative process 
followed a lapse in corticosteroid therapy 
or the remission was brought about in some 
other manner. Psoriasis follicularis may 
sometimes be difficult to distinguish clinically 
from sudamina or an “id” reaction, par- 
ticularly when one is not acquainted with 
the patient’s history and has not seen this 
phenomenon in other cases of psoriasis. 


It is a maxim that in a case of erythro- 


_derma of whatever cause the histopathology 


is often that of the underlying disease. This 
was borne out in both cases, which showed 
the typical microscopic features of pso- 
riasis. 

Both children tolerated topical remedies, 
with the exception of bland emollients, 
poorly. Various antipsoriatic agents were 
applied cautiously from time to time to one 
of the limbs. Invariably, such a therapeutic 
test was followed by a local accentuation of 
the inflammatory process. 

The immediate benefits of corticotropin 
and/or corticosteroid therapy were striking 
in both instances in so far as the dermatosis 
of the glabrous skin was concerned. Little 
improvement was observed in the scalp or 
nails, however, nor did the skin of the 
palms and soles appear. to respond as 
quickly or as completely as the rest of the 
integument. 

The maintenance “morbistatic” dose for 
the 6-year-old proved to be rather high, 


§ References 1 and 5. 
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40 U. of corticotropin semiweekly and 40 
mg. of hydrocortisone acetate daily. Pro- 
longed administration of these hormones in 
so young a patient, particularly in view of 
the glycosuria on one occasion, appeared in- 
advisable and was therefore discontinued. 

Prednisone proved as effective in Case 2 
as cortisone acetate and hydrocortisone ace- 
tate in a ratio of approximately 1:5 and 1:4, 
respectively. Suppression was achieved with 
20 mg. daily and later maintained with 10 
mg. a day. It is noteworthy that manage- 
ment of this particular case was made con- 
siderably easier by the introduction of this 
synthetic preparation. Both mother and 
child were grateful for the lifting of the 
restriction on salt. We are not unaware of 
the dangers of long-term steroid therapy in 
a male child of 13. The alternative was an 
uncomfortable, distressed boy greatly handi- 
capped by his dermatosis. 


Summary and Conclusions 
Psoriatic exfoliative erythroderma is ex- 
tremely rare in children. Two childhood 
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cases of this uncommon form of psoriasis 
are described in detail. 

Corticosteroid therapy proved satisfactory 
for one. The effectiveness of various prep- 
arations now: available were compared in 
this case. 
most acceptable.* 
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This paper pertains to newer histopatho- 
logic and histochemical procedures in regard 
to the cutaneous lesions of systemic lupus 
erythematosus, especially in regard to the 
presence of nucleic acids in connective-tissue 
cells and other cells and the relation of the 
activity of connective-tissue cells to the ex- 
tracellular factors of dermal connective 
tissue, including ground substance. We do 
not intend to review the characteristic histo- 
pathologic features of various types of lupus 
erythematosus. This has been done recently 
by Ellis and Bundick* and also, over a 
period of years, by one of us (Montgomery) 
and his associates.f Klemperer{ has sum- 
marized the pathologic findings in the in- 
ternal organs in this disease. 

Hargraves and co-workers® have stated 
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+ References 3 through 7. 

} Reference 8. Klemperer, P.: General Consid- 
erations on Collagen Diseases, in Asboe-Hansen,” 
p. 251. 


that the main characteristic of the lupus 
erythematosus (L.E.) cell is the loss of 
chromatin pattern in the fragmented and 
phagocytized nucleic material; thus, there is 
a question of disintegration of nucleopro- 
tein L.E. In 1950, Klemperer and associ- 
ates 19 studied the cytochemical changes in 
systemic L.E. and claimed that the “hema- 
toxylin bodies” arose as the result of a 
characteristic alteration of the nuclei of 
mesenchymal cells; they pointed out the 
similarity of this phenomenon to that of 
the L.E.-cell phenomenon occuring in the 
blood. Gueft and Laufer," in further 
studies regarding degradated nucleoproteins, 
found that free hematoxylin bodies were 
of diagnostic significance in various organs 
of the body and that fibrinoid material in 
systemic L.E. included a protein residue of 
nuclear origin. 

However, if one accepts the presence of 
hematoxylin bodies and disintegrated nuclear 
material as a fundamental factor in the dis- 
ease, then one wonders why the occurrence 
of these hematoxylin bodies is extremely 
infrequent in biopsy of the cutaneous lesions 
and why the nuclear disintegration of mes- 
enchymal cells is not always evident in 
routinely stained sections. Robb-Smith§ 
stated that the dermis of the skin afforded 
an excellent range of patterns for detailed 
study of connective tissue. Knowledge of 
the duration of the cutaneous lesion is usu- 
ally obtainable and should prove helpful in 
the interpretation of histochemicai stains. 


Material and Methods 


We consider that many misunderstandings pro- 
ceed from insufficient data concerning technical 


§ Robb-Smith, A. H. T.: Normal Morphology 
and Morphogenesis of Connective Tissue, in 
Asboe-Hansen,” p. 18. 
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details. In 1954, McManus || wrote about the 
periodic acid-Schiff (PAS) method and stated, 
“A great deal of the difficulty in the interpretation 
has derived from the variety of methods em- 
ployed.” This statement applies to any technic 
presumed to be histochemical; if workers want to 
understand each other, they must use the same 
terminology. 


We have studied 38 cases of systemic L.E.f 
and 3 cases of chronic discoid L.E. All sections 
were made from material taken for biopsy that 
was fixed in a 10% neutral solution of formalin 
and embedded in paraffin. Each slide had been 
stained routinely by hematoxylin and eosin for 
morphologic study. 

Cellular Nucleoprotein Balance-—In order to 
study the nucleoprotein balance of the cells, we 
used the Feulgen test for desoxyribonucleic acid 
(DNA) according to Feulgen and Rosenbeck, as 
cited by Lison.* The Schiff reagent was prepared 
according to the method of Longley,“ with a dura- 
tion of hydrolysis of 10 minutes. Each Feulgen 
test was controlled in each case by a section taken 
from the same block and exposed to the Schiff 
reagent up to a maximum of 30. minutes. 

We also used the Brachet test for ribonucleic 
acid (RNA) as modified by Pearse.* We em- 
ployed ‘the method of Trevan and Sharrock, as 
cited by Pearse,” for the preparation of the stain- 
ing solution of methyl green-pyronine. In a previ- 
ous paper, one of us (Pruniéras)* noted the 
necessity of using a specific type of pyronine. We 
agree with the conclusions of Kurnick” as far as 
the pyronine certified by the Commission for 
Standardization of Biological Stains is concerned, 
and we found it unsatisfactory as an indicator of 
RNA. Pyronine made by the Geigy Chemical 
Corporation was not available, so we used pyro- 
nine made by the Grubler Company, which was 
less sharp than the Geigy product but which proved 
to be useful. : 

Our modification, which is particularly fitted to 
material fixed in neutral formalin (pH 7 + 0.2), 
is as follows: 1. Deparaffinize as usual and bring 
the sections to distilled water. 2. Stain for 10 
minutes in a solution of dye at pH 4.9. 3. Drain 
and blot dry. 4. Immerse for 3 minutes in 40 ml. 
of pure acetone to which 5 ml. of pure ethanol is 


|| McManus, J. F. A.: Histochemistry of Con- 
nective Tissue, in Asboe-Hansen,” p. 33. 

These 38 cases previously were classified by 
Montgomery and McCreight® into chronic dis- 
seminated L.E. (10 cases), subacute disseminated 
L.E. (17 cases), and acute disseminated L.E. (11 
cases) ; a corresponding classification is lupus ery- 
themateux aigu (11 cases) and lupus erythemateux 
subaigu (27 cases), according to the terminology 
of Degos.” 
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added. 5. Clear in xylene and mount in permount. 

Extractions utilizing perchloric acid or trichlo- 
roacetic acid were used for both DNA and RNA, 
the latter according to Schneider, as quoted by 
Pearse,” and the former according to Ogur and 
Rosen.” Extraction of RNA also was performed 
by means of crystalline ribonuclease (Worthing- 


ton), using a concentration of 1 mg. per milliliter — 


in distilled water at 54 C for a period of 45 min- 
utes, 

Relation of Cells with Extracellular Factors.— 
In order to study the relations of the cells with 
the extracellular factors, we used four different 
technics. The first was oxidation with periodic 
acid, followed by use of the Schiff reagent * ac- 
cording to the procedure of McManus,# without 
a reducing rinse after use of periodic acid and 
with three rinses in sulfurous acid after applica- 
tion of the Schiff reagent and before going to tap 
water. Methyl green was used as a counterstain 
for, nuclei and to indicate a basophilic reaction, 
which gave intracellular tinges that were morpho- 
logically helpful. ; 

The second procedure was staining with tolui- 
dine blue for the study of metachromasia. We did 
not use the standard technic of Pearse,” who ex- 
amined immediately in water. According to the 
theoretic basis of Lison,” we employed the follow- 
ing method: 1. Expose sections to ribonuclease to 
remove cytoplasmic and nucleic RNA. 2. Wash 
for 30 minutes in tap water and for 5 minutes in 
three changes of distilled water. 3. Stain for 1 
minute in 0.1% solution of certified toluidine blue 
0. 4. Drain, blot, and allow to dry for 10 minutes 


.at room temperature. 5. Stir vigorously in xylene, 


let clear for 2 minutes, and mount in permount. 


Under these conditions, the orthochromatic tinge 
is stable, and we consider the occurrence of meta- 
chromasia, such as the appearance of red colora- 
tion, as histochemically significant. In order to 
perform tHe control test, the slide was examined, 
drawings or photographs were. made, the cover slip 
was removed, and the section was run down to 
distilled water after being decolorized in three 
changes of alcohol. For these controls, acetylation 
was used according to McManus and Cason, as 
cited by Pearse,” as well as oxidation by chromic 
acid according to Bignardi, as cited by Lison.™ 
Bull-testis hyaluronidase (Worthington) was used 
according to the technic of Lillie and associates.” 

The third procedure was. Bensley’s modification 
of the Millon reaction for protein, performed and 
interpreted according to Lison.¥ 

The fourth procedure was the use of Sudan 
black B in order to demonstrate lipide-containing 
material; the technic was that of Pearse” for 


# McManus, J. F. A.: Histochemistry of Con- 
nective Tissue, in Asboe-Hansen,” p. 33. 
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paraffin-embedded sections. Extraction with pyri- 
dine for 24 hours at 60 C was done as a control 
procedure. 


Histologic Findings 

The characteristic or diagnostic histologic 
changes in these 38 cases of lupus erythema- 
tosus included follicular plugging with hy- 
perkeratosis but without parakeratosis, 
liquefactive degeneration of the basal layer, 
and lymphocytic infiltration which were, as 
usual, constant findings. Fibrinoid changes 
in vessels were not frequent (5 of 38 cases), 
and aggregates of karyorrhexic nuclei were 
even more infrequent (2 of 38 cases). 


Distinction between systemic and chronic 
forms of L.E. has been found almost im- 
possible, and we consider that the histologic 
changes are related more to the age of the 
lesions than to the clinical type of the dis- 


_ ease, early chronic discoid L.E. being mor- 


phologically indistinguishable from a recent 
cutaneous manifestation of systemic L.E. 
Conversely, it is possible, although it occurs 
less frequently, to find fibrosis and atrophy 
in cases of systemic L.E. of several years’ 
duration, an appearance that is common- 
place in the chronic discoid type: Although 
we agree with O’Leary * that the chronic 
discoid and the systemic types are nothing 
but different forms of the same disease, we 
are limiting this present study to the sys- 
temic type only (38 cases). 


The Brachet test for RNA in connective- 
tissue cells revealed little change in the 
young reticulum cells and almost no change 
in the endothelial cells of capillaries. A 
definite increase was noted in the RNA con- 
tent of fibroblasts in old lesions, and a 
considerable increase in the number of fibro- 
blast-like cells containing orange metachro- 
matic granules was present in more than 
two-thirds of the cases. 


The histiocytes, especially those about the 
basement membrane of the epidermis, hair 
follicles, and sweat glands, revealed intense 
macrophagic activity, the macrophages being 
laden with granules of melanin or with 
pyronine-positive, orthochromatic, and ribo- 


nuclease-resistant material. 
rare or absent. 


Nucleoli were 


A distinct increase was noted in the num- 
ber of classic, round, non-nucleolated mast 
cells, but many other cells presenting the 
shape of fibroblasts, the location of peri- 
thelial cells, or the reticulated cytoplasm of 
histiocytes contained orange, metachromatic, 
ribonuclease-resistant intracytoplasmic gran- 
ules. 

Among the cells of the infiltrate, the re- 
action to pyronine was negative in polymor- 
phonuclear leucocytes. The monocytic cells, 
chiefly the lymphocytes, revealed an increase 
in cytoplasmic RNA. Some of these cells 
showed a clear zone near the pyronine- 
negative nucleus, which was located at one 
pole of the cell, with an accumulation of 
pyronine-positive, ribonuclease-sensitive ma- 
terial at the other pole. These are plasma 
cells or precursors of such cells. 

The Brachet test also revealed some defi- 
nite modifications in the tinctorial behavior 
of the DNA of the cellular nuclei. A section 
of normai skin stained with methyl green- 
pyronine shows, after exposure to ribonu- 
clease, that all orthochromatic red color has 
disappeared. In systemic L.E. we noticed 
1 to 10 or more round smooth deep red 
masses per section (not field). These masses 
were the size and shape of a nucleus, and 
we have termed them “red bodies” (Fig. la 
and Db). 


On closer examination, these red bodies 
appeared to be modified cellular nuclei; they 
were Feulgen positive and PAS negative, 
being characterized by a loss of chromatin 
pattern (they were even and smooth) and 
by a loss of affinity for methyl green (they 
stained red with pyronine). Most of these 
red bodies were derived from the nuclei of 
the lymphocytes ‘of the infiltrate. It was 
possible to follow the evolution of such 
lymphocytes. With methyl green-pyronine 
stain and before use of ribonuclease, the 
normal lymphocyte had a_ bluish-green nu- 
cleus and slightly red cytoplasm. A few red 
spots then appeared at the periphery of the 
nucleus, and the cytoplasm became colorless. 
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Fig. 1—(a.) Small red bodies (appearing black) in melanin-containing macrophages. (b.) 
Large red body. (c.) Experimentally produced red body for comparison. Note the loss of 
chromatin pattern. in all red bodies (a, b, and c, methyl green-pyronine after ribonuclease; 
xX 1325). (d.) Swelling (lower part) and destruction (upper part) of the basement mem- 
brane around a hair follicle (PAS; X 295). (e.) Fibrocyte with PAS-positive cytoplasmic 
granules (PAS; X 1150). (f.) Fibroblast with PAS-positive masses hiding part of the 
nucleus (PAS; X 1600). 
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The nucleus later became entirely red, 
smooth, and homogeneous. Such a modified 
lymphocyte constitutes a red body. Such 
cells still stain a deep red after exposure 
to ribonuclease and are sometimes engulfed 
by a histiocytic macrophage (Fig. la). We 
found this type of red body in 28 of the 33 
cases in which technically satisfactory sec- 
tions were available. 


If most of the time these red bodies repre- 
sented a certain type of modification occur- 
ring in the lymphocytes, the same type of 
modification occurred also, although less 
frequently, in the connective-tissue cells, 
namely, histiocytes and fibroblasts. In those 
cells, the process began exactly as it did in 
the case of the lymphocytes, with a change 
in color in the nucleus, in which a few red 
spots appeared at the periphery. From this 
stage on, it is possible that the evolution of 
these changes in connective-tissue cells is the 
same as that in the lymphocytes, ending in 
the formation of a typical red body whose 
size is twice that of the red body derived 
from the lymphocyte (Fig. 1b and c). We 
found such large red bodies in 3 of 15 cases 
of subacute L.E. and 6 of 9 cases of acute 
L.E.; none were found in chronic L.E. 


However, it is also possible that the evo- 
lution of these red bodies is different. Some- 
times these small red spots spread out of the 
nuclei and are to be found either free in 
the extracellular regions or engulfed by a 
macrophage. We noted this type of red 
body in three of nine cases of the acute type. 


The PAS reaction showed an increase 
of positivity in or about bundles of collagen, 
and an intense red color developed in “fi- 
brinoid” vessel walls, when the latter were 
present. Some of the basement membranes 
in a section were of normal width, whereas 
others in the same section were two-or three 
times as wide, swollen, and strongly PAS 
positive, and still others were slender, frag- 
mented, and frayed, or even completely de- 
stroyed (Fig. 1d). When a blister occurred, 
the basement membrane sometimes remained 
on the surface of the dermis and sometimes 
was lifted up with the cytoplasmic processes 


(feet) of the basal layer of cells. 


Close to the basement membrane, a few 
cells with round or reniform nuclei were 
laden with PAS-positive intracytoplasmic 
material ; this material was granular at first, 
but later it became smooth and homogeneous, 
pushing the nucleus to the edge of the cell. 
After the loss of their nuclei, some of these 
cells looked like round or ovoid balls, were 
strongly positive to the PAS reaction, and 
were located in the upper part of the cutis. 
This occurred in young and acute lesions. 
More frequently, these macrophages mi- 
grated toward the deeper part of the dermis, 
where it was impossible to distinguish them 
from mast cells. 


The PAS reaction was positive in a great 
number of fibroblasts, particularly those 
about the hair follicles. The intracytoplasmic 
material was sometimes granular (Fig. le), 
and sometimes it appeared as round or ovoid 
masses hiding a part of the nucleus (Fig. 
1f). The cytoplasm of the polymorphonu- 
clear leucocytes was strongly positive to the 
PAS reaction. 


Metachromasia, as revealed by staining 
with toluidine blue, occurred both extracel- 
lularly and intracellularly in all cases. It 
was definitely increased in L.E. with respect 
to control slides of normal skin fixed and 
stained in the same way. Metachromasia of 
the capillary walls was found in all cases 
(Fig. 2a and b). We found it to be much 
more frequent than were fibrinoid changes 
and obliteration of vessels; the last-named 
change was seen in the capillaries of the 
upper part of the cutis only twice in the 38 
cases. The capillaries were dilated, but the 
walls were not thickened or broken. Maxi- 
mal degrees of metachromasia were seen in 
the upper part of the cutis and in young 
lesions. The larger vessels revealed extra- 
cellular metachromatic material (Fig. 2a), 
whereas we were unable to find any in con- 
trol slides of normal skin. This metachro- 
matic material also was PAS positive (Fig. 
2c). In one case of eight years’ duration in 
which results of tests for L.E. cells in the 
blood were doubtful, there was complete 
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vs 


Fig. 2.—(a.) Subcutaneous vessel showing extracellular metachromasia (toluidine blue; 
reduced slightly from mag. X 410). (b.) Dilated capillary with intact but metachromatic walls 
(toluidine blue; reduced slightly from mag. X 800). (c.) Same vessel as in a (PAS; reduced 
slightly from mag. X 410). (d.) Obliterated subcutaneous vessel showing metachromasia of 
walls and organized thrombus (toluidine blue; reduced slightly from mag. X 100). (e.) Same 
vessel as in d (PAS; reduced slightly from mag. X 100). 
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obliteration of a large subcutaneous vessel 
(Fig. 2d), with metachromasia of the peri- 
vascular zone, of the vessel wall itself, and 
of the intraluminal organized thrombus; 
the same vessel stained with PAS reagent 
is shown in Figure 2e. In all other cases, 
endothelial proliferation was absent (Fig. 
2b and c) but definite metachromasia was 
noted just beneath the endothelium and 
threads of metachromatic material were 
present between the muscular layers. 


The basement membranes around hair 
follicles (Fig. 3a), sweat glands, and nerve 
sheaths were metachromatic. In the first 
stage, the basement membrane was swollen, 
pink to red, and homogeneous (Fig. 3a). 
Then, it became granular, with deep red 
granules. It was then possible to distinguish 
two zones (Fig. 3b) ; one, almost colorless, 
was toward the epidermal cells, whereas the 
other, thick and irregular, was toward the 
dermis. Finally, all traces of the basement 
membrane vanished. Very seldom, slight 
metachromasia was noted in the basement 
membrane of the epidermis (two cases). 


In early lesions around hair follicles and 
sweat glands and in the upper part of the 
cutis, the reticulum fibers looked as if they 
had been embedded in a red metachromatic 
substance, which often was granular. In 
older lesions, the metachromasia in these 
zones vanished and it was possible to find 
either diffuse or thin granular metachro- 
masia between the bundles of collagen, par- 
ticularly around the vessels. Correlated with 
this extracellular metachromasia, an increase 
was noted in intracellular metachromasia of 
connective-tissue cells, including all types 
except the reticular and endothelial cells. 
Long, spindle-shaped fibrocytes with strong- 
ly metachromatic granules were particularly 
striking (Fig. 3c). The senile changes of 
connective-tissue fibers were not associated 
with metachromasia. 


Staining for fat with Sudan black B 
performed on paraffin-embedded sections re- 
vealed granules of lipoproteins in sweat 
glands, as it did in control sections of normal 
skin. It also revealed in five cases the pres- 


ence of round cytoplasmic inclusions in 
macrophages around the sweat glands (Fig. 
3d and ¢). We noticed no changes after 
extraction with pyridine. 

Results of the Feulgen test were con- 
stantly positive with respect to all nuclei and 
red bodies, but the reaction was negative 
outside the nuclei, either in “fibrinoid’’ ma- 
terial or in the walls of vessels (Fig. 3f). 
A faintly positive reaction between bundles 
of collagen was noted in four cases, but 
control slides from the same blocks revealed 
the same degree of positivity without hy- 
drolysis. 

Millon’s test was performed in the five 
cases in which the most conspicuous changes 
in the walls of vessels were present; the 
results were negative. 


Comment 


With respect to the morphologic aspect 
of the problem of L.E., the present study 
is a confirmation of the previous findings 
of one of us (Montgomery) and associates.* 
The early stages of the cutaneous eruption 
are not diagnostic, but if one waits until a 
lesion has been present for four weeks, 
then the histopathologic changes may be 
considered as diagnostic, all previous irri- 
tating topical or roentgen therapy having 
been excluded. 

The PAS reaction will not be discussed in 
detail, since we have little new to add to 
previous studies. Stoughton and Wells,” 
as well as Leoni and Rossetti,?* also noted 
the changes in the basement membrane. 
However, these workers did not describe the 
intense macrophagic activity occurring in 
the neighborhood of the dermal-epidermal 
junction. We consider that this destruction 
of the basement membranes is a distinctive 
phenomenon and is entirely different from 
the “vanishing” described by one of us 
(Pruniéras?*) in contact dermatitis and der- 
matitis herpetiformis. Changes in vessels, 
when present, are helpful in the diagnosis 
of evolutive lesions, but the histochemical 


* References 3 through 7. 
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Fig. 3.—(a.) Basement membrane around hair follicle, with swelling and metachromasia 
(toluidine blue; x 400). (b) Granular, metachromatic basement membrane (toluidine blue; 
xX 1000). (c.) Fibrocyte with metachromatic intracytoplasmic granules (toluidine blue; 
X 880). (d.) Black granules in sweat gland and large black vacuoles in macrophages (Sudan 
black*B; X 200). (e.) Intracellular black granules in macrophages (Sudan black B; X 1375). 
(f.) Feulgen test on vessel wall; positive reaction in nuclei, negative reaction elsewhere 
(Feulgen; XX 690). ; 
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meaning of the PAS reaction is far from 
being clearly understood}; therefore, we 
consider that it is venturous at present to 
draw conclusions as far as the polysaccha- 
rides of connective tissue are concerned. 
The constantly negative results of the Ieul- 
gen test in extracellular tissue apparently 
contradict the findings of Gueft and Lau- 
fer,!! but we consider that a great difference 
exists between relatively recent cutaneous 
lesions studied on biopsy and visceral lesions 
of unknown duration studied at necropsy. 
As already indicated, results of the Millon 
test were negative in the five cases studied. 
As mentioned previously, it was performed 
according to the modification of Bensley, 
as cited by Lison,!® a technic that differs 
from the Pollister differential test used by 
Gueft and Laufer, who obtained positive 
results. 


In connection with the positive reactions 
with Sudan black B encountered in five 
cases, it must be admitted that little is known 
about lipoproteins in connective tissue; it 
appears likely that the material seen in these 
cases was lipoprotein, in view of the nega- 
tive results of extraction with pyridine. 
However, the presence in these same sec- 
tions of beginning senile degeneration of 
collagenous and elastic fibers may suggest a 
possible relationship between these early 
changes and this reaction, according to P. 
Montgomery.”® 

The histochemical value of the Brachet 
test for RNA depends on specific enzy- 
matic digestion rather than on the dye or 
mixture of dyes used to reveal RNA in the 
cell. Methyl green-pyronine is nothing but 
one of these mixtures. It is well known to 
every worker who deals with the Brachet 
test, using the Unna-Pappenheim stain as 
an indicator, that the affinity of pyronine 
for RNA varies, among other factors, with 
its quality and concentration. The results 
also vary with the pretreatment of nucleic 
acids by the fixatives. Various interpreta- 


+ Reference 24. McManus, J. F. A.: Histo- 


chemistry of Connective Tissue, in Asboe-Han- 
sen,” p. 33. 


tions of the mechanism of the behavior of 
nucleic acids toward methyl green-pyronine 
were given by Lison.1* Treatment by hot 
trichloroacetic acid or hot perchloric acid 
enables one to suppress the affinity of DNA 
for methyl green and make it take, instead, 
the red pyronine. According to Kurnick,”® 
Pollister and Leuchtenberger,?” and Pollis- 
ter,?8 the affinity of DNA for methyl green 
depends on the degree of polymerization of 
DNA. Therefore, it must be possible to use 
methyl green as an indicator of the poly- 
merization of DNA in certain conditions. 

Gueft”® reported that in systemic L.E. it 
is possible to reveal a loss of affinity for 
methyl green in connective-tissue cells, and 
he concluded that this is due to depolymeri- 
zation of the DNA of nuclei, which would 
be the beginning of complete degradation of 
the nucleus itself.1 


Vercauteren® showed by in vitro experi- 
ments that loss of affinity for methyl green 
might be due only to a slight modification 
of the macromolecular structure of DNA 
other than depolymerization. Therefore, the 
loss of affinity for methyl green might be 
proof of depolymerization of DNA, but the 
phenomenon is not specific. 


As is true of all basic dyes, methyl green 
is not specific for DNA,}* and it must be 
used after such pretreatment and under such 
conditions as to make it combine in a 
stoichiometric ratio. The quantitative value 
of spectrophotometric measurements in these 
conditions was criticized by Lison,! accord- 
ing to the experiments of Vercauteren and 
those of Taft.*! Thus, we consider that loss 
of affinity for methyl green is likely te be 
due to depolymerization of DNA only when 
this depolymerization goes so far as to bring 
a morphologic change in the normal chro- 
matin pattern of the nucleus. 


Indeed, if a section of normal skin is 
exposed to hot perchloric acid, it is possible 
not only to bring on a decrease in affinity 
for methyl green but, results of the Feulgen 
test being still positive, also to obtain com- 
plete loss of chromatin pattern, so that the 
nucleus, instead of taking the green of the 
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Unna-Pappenheim mixture, stains deep red 
and also presents a smooth, homogeneous 
pattern indistinguishable from that of the 
previously described red body (Fig. Ic). 
We use the pyronine positivity of the nu- 
cleus as an indicator of loss of affinity for 
methyl green and the loss of the chromatin 
pattern as an experimental criterion for 
depolymerization of DNA. In such condi- 
tions, it appears likely that the red bodies 
we found in systemic L.E. are the result 
of an unknown process of depolymerization 
of DNA, occurring equally well in the cells 
of the infiltrate and in or about the connec- 
tive-tissue cells. 

The fact that we found such depolymer- 
ized lymphocytic nuclei in two control cases 
of chronic discoid L.E. and one case of 
typical lichen planus without being able to 
find any depolymerized nuclei of connective- 
tissue cells in these cases leads us to believe 
that this depolymerization might be a gen- 
eral pathologic process, the specificity of its 
manifestations being related to the kind of 
cell affected rather than to its physiopatho- 
logic mechanism. 

Hargraves{ stated that the loss of chro- 
matin pattern of the engulfed nucleic ma- 
terial is the basic criterion of the L.E. 
phenomenon in blood. This statement is 
valid not only in the case of the L.E. cells 
in blood but also in the case of the red bodies 
in the skin, with the additional fact that 
the kind of cell affected in the skin appears 
to be of equal importance. 

We consider that the histiocytic macro- 
phage containing red bodies has no diag- 
nostic specificity for systemic L.E. and could 
be compared with the “tart” cell; we also 
consider that the large red body apparently 
derived from the nucleus of the connective- 
tissue cell is probably the precursor of the 
well-known hematoxylin body. 

These findings support the views of 
Klemperer’s group§ as far as depolymeriza- 


t References 32 and 33. 
§ References 8 and 10. Piiciaies: P.: General 
Considerations of Collagen Diseases, in Asboe- 


Hansen,” p. 251. 
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tion of nuclear DNA is concerned, and we 
consider that the apparent lack of specificity 
of the connective-tissue changes in the skin 
in this respect (negative results of the Feul- 
gen and the Millon tests) indicates that the 
nuclear degradation does not go so far in 
the skin as it does in other organs. 


It should be indicated that the plasmacyte- 
like cells encountered in the infiltrate in one- 
third of the cases might be considered as 
precursors of plasma cells, possibly related 
to the synthesis of globulin, according to 
Sundberg.** 

Metachromasia with respect to toluidine 
blue was described by Altshuler and Ange- 
vine*® and by Asboe-Hansen** in fresh 
lesions of systemic L.E. Asboe-Hansen 
noticed the great increase of “mast cells” 


and the fibrocytic activity occurring in old 


lesions. In view of the considerable amount 
of literature concerning the so-called mast 
cell, the reader is referred to the 1954 
monograph of Asboe-Hansen,*" with special 
reference to the chapters by Bostrom, by 
Dorfman, and by Simpson. 

We agree with Hissard’s group|| that 
mast cells are formed locally from other 
connective-tissue cells. According to our 
experience, the sole valuable criterion of the 
existence of the mast cell is the presence in 
the cytoplasm of a connective-tissue cell of 
reddish-purple granules staining metachro- 
matically with toluidine blue. These gran- 
ules may be either the product of synthesis 
of protein by the cell 1° or the result of the 
transformation of phagocytized material,38 
more or less sulfated.87 According to this 
concept, the modification of mast cells in 
L.E. is considered to be closely related to 
the changes in the behavior of the extra- 
cellular substance toward toluidine blue oc- 
curring in this disease. 

As far as the extracellular metachromatic 
substance is concerned (Fig. 4), we found, 
as did others,{] that metachromasia decreases 
sharply in young lesions, but less conspicu- 
ously in old lesions, after digestion with 


|| References 38 and 39. 


| References 35 through 37. 
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Fig. 4.—All sections stained by means of toluidine blue. (a.) Same section as in Figure 
2a after use of hyaluronidase, showing decrease in metachromasia_(X 410). (b.) Normal 
skin: note metachromatic glycogen in hair follicle (x 180). (c.) Same vessel as in Figure 
2a after acetylation, showing abolition of metachromasia and pale staining ( 410). (d.) Same 
section as in Figure 3c after oxidation by chromic acid, showing abolition of metachromasia 
and pale staining (XX 880). (e.) Normal skin; note fibrocyte exhibiting intracellular meta- 
chromasia after oxidation by chromic acid (X 880). (f.) Normal skin; note metachromasia 
in fibrocytic process and small mast cell after oxidation by chromic acid (X 880). 








hyaluronidase derived from bull testis (Fig. 
4a). We obtained a much more pronounced 
decrease in metachromasia after acetylation 
(Fig. 4c), and we consider that at least part 
of the extracellular metachromasia might be 
due to hyaluronic acid, which is either in- 
creased in quantity or modified in its physical 
state, according to the modification of meta- 
chromasia induced by hot pyridine alone 
(unpublished data). The fact that sulfation 
performed according to a modification of 
the technic of Kramer and Windrum* in- 
duces metachromasia in the basement mem- 
brane leads us to consider the possibility of 
pathologic changes in the extracellular sul- 
fation process, revealed by metachromasia 
of the basement membrane occurring in 


LE. 


On the other hand, intracellular metachro- 
masia is not modified by these procedures, 
except by use of sulfuric acid. However, 
this metachromasia in L.E. is abolished after 
oxidation by chromic acid (Fig. 4d), in 
opposition to the relative persistence of 
intracellular metachromasia in normal skin 
fixed and treated in the same way. 


According to Lison,!* oxidation by 
chromic acid transforms a neutral non- 
metachromatic mucopolysaccharide into an 
acid mucopolysaccharide that is basophilic 
and metachromatic, this metachromasia be- 
ing due to an acidic group appearing when 
the oxidative process exceeds the aldehydic 
stage. An example of this reaction is seen 
in the metachromasia of glycogen in hair 
follicles (Fig. 4b); such metachromasia is 
absent after exposure to diastase. When 
this procedure was done on normal skin, we 
found that around hair follicles, where there 
is a constant turnover of connective tissue, 
some fibrocytes became metachromatic after 
oxidation by chromic acid (Fig. 4e and f). 
This suggests the presence at some time in 
the development of fibrocytes of an intracel- 
lular neutral polysaccharide that is not gly- 
cogen. When the same test was performed 


# References 40 and 41. 
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in systemic L.E., we were unable to find 
any metachromatic cells after oxidation by 
chromic acid. 

These observations regarding metachro- 
masia as revealed by toluidine blue are 
presented as a preliminary report, and we 
consider at present that they are suggestive 
of a disturbance in the synthesis of muco- 
polysaccharide by the connective-tissue cells 
found in cutaneous lesions in systemic L.E. 
This disturbance is probably not specific for 
L.E. but may be of a more general signifi- 
cance. 


Summary and Conclusions 


A study has been made at the Mayo Clinic 
of the cutaneous lesions in 38 cases of 
systemic lupus erythematosus. By means of 
the periodic acid-Schiff reaction, changes in 
the basement membrane were found to be 
constant and to be accompanied by an intense 
macrophagic activity of connective-tissue 
cells. Fibrinoid changes in vessels were 
found less frequently than previous reports 
would indicate. 

A positive reaction to Sudan black B 
that was pyridine resistant was found in five 
cases ; this is possibly related to early senile 
changes in the connective-tissue fibers. With 
the methyl green-pyronine stain, controlled 
hy ribonuclease and perchloric acid extrac- 
tion (modified Brachet test), intracellular 
bodies termed “red bodies” were found. 
These bodies represent depolymerization of 
desoxyribonucleic acid occurring in lympho- 
cytic nuclei. These changes are a frequent 
and nonspecific finding. They apparently 
occur also in the nuclei of connective-tissue 
cells as a possible early stage in the forma- 
tion of “hematoxylin bodies.” 

Use of staining with toluidine blue for 
metachromasia, controlled by use of hyalu- 
ronidase, acetylation, sulfation, and oxida- 
tion by chromic acid, disclosed preliminary 
experimental findings suggestive of a path- 
ologic modification of the - synthesis of 
mucopolysaccharide by  connective-tissue 
cells in lupus erythematosus. . 
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Announcements 


Paul Arthur O’Leary Memorial Lecture.—The Minnesota Dermatological Society 
announces the first Paul Arthur O’Leary Memorial Lecture in Rochester, Minn., Sept. 


8-9, 1956. 


The meeting will consist of a scientific session on Saturday morning, with a special 
lecture by Dr. Henry E. Michelson. The afternoon will be used for recreation and tours, 
and in the evening there will be a dinner. Sunday morning there will be a clinical session 


with presentation of cases, and a luncheon. 


Those who are interested should write to Dr. Louis A. Brunsting, Mayo Clinic, 


Rochester, Minn., for reservation. 


Surgical Planing Program.—Sept. 13-15, 1956, a short continuation program entitled 
“Surgical Planing for Dermatologists” will be presented through the Division of Gradu- 


ate Medicine of Tulane University School of Medicine. 


Basic science and practical as- 


pects related to this new technique will be given ‘comprehensive coverage under the 
direction of Dr. James M. Burks Jr. Enrollment will necessarily be limited. 
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WH 
Review of Literature 


Ringworm or “favus” of chickens was 
first described by Mégnin? in 1881 as a 
disease which produced a fine moldiness on 
and about the comb and cheeks of chickens. 
Scrapings from infected areas showed 
mycelium and chains of round spores 6 to 
8u in diameter. The first valid description 
of the etiologic agent appeared in 1890, 
when Mégnin? isolated it from diseased 
chickens. The fungus was described as pro- 
ducing a snow-white colony and a striking 
currant-red pigment which diffused through- 
out the medium. Mégnin proposed the name 
Epidermophyton gallinae for this organism. 
The same organism was further studied in 
greater detail by Constantin and Sabrazés * 
in 1893, Matruchot and Dassonville* in 
1899, and Sabouraud ° in 1910. 


During the development of the classifica- 
tion of the dermatophytes, this species was 
shifted from one genus to another. The 
most frequent synonyms which have ap- 
peared in the literature are Achorion galli- 
nae, Mierosporum gallinae, and Sabouraudi- 
tes gallinae. The placement of this fungus 
in the genus Trichophyton was proposed by 
Silva and Benham ® in 1952, and also by 
Georg? in the same year. It is important 
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to point out that T. megninii (the T. 
rosaceum of Sabouraud) is not a synonym 
of T. gallinae, although this has been 
thought by many authors to be true. T. 
megninii causes ringworm in cattle, which 
is occasionally transmitted to man, and has 
never been isolated from chickens. Cultures 
of T. megninii and T. gallinae are readily 
distinguishable on the basis of both mor- 
phological and physiological criteria. 

T. gallinae causes a disease in chickens 
that is commonly referred to as “fowl 
favus” or “white comb” because of the 
heavy white crusts which characteristically 
develop on the comb and wattles of chickens 
and turkeys. Actually it is a type of ring- 
worm and should be referred to as “ring- 
worm of chickens” to avoid confusion with 
tinea favosa, infections due to T. schoen- 
leinii and other dermatophytes which pro- 
duce yellowish cup-shaped crusts. 

According to Dodge,’ ringworm of chick- 
ens is common in France, occasional in 
Germany, and rare in Brazil. In a recent 
survey of ringworm of animals in Great 
Britain by Ainsworth and Austwick,® one 
case of T. gallinae infection in fowls was 
reported by Blaxland. The authors state, 
however, that the disease was once common 
in the British Isles. In the United States, 
the disease was first described by Beach 
and Halpin’? in 1918 after several out- 
breaks of the disease had occurred in Wis- 
consin over a period of several years. Al- 
though the cultures isolated by these authors 
were obtained on an acid, potato-serum 
agar which does not allow the development 
of the- typical morphology and pigment of 
T. gallinae, the fact that they could repro- 
duce the disease in healthy chickens by 
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inoculation with their isolates leaves little 
doubt that they had obtained the causative 
agent in pure culture. Riedel?! reported an 
outbreak of the disease in 1950 and treat- 
ment of experimental infections with a 
quarternary ammonium compound. In a re- 
cent communication from Dr. K. L. Bullis, * 
of the Department of Veterinary Science of 
the University of Massachusetts, an outbreak 
involving 125 of a gtoup of 500 chickens 
was described ; however the causative fungus 
was not isolated. Concerning the prevalence 
of ringworm in chickens in the United 
States, Dr. L. T. Giltner,f of the U. S. 
Department of Agriculture, has given us 
the following information: “Favus is only 
occasionally observed in poultry in the 
United States, and it spreads rather slowly 
in a flock. Spontaneous recovery occurs 
frequently. From an economic standpoint, 
the disease is only of minor importance.” 
He also stated that he knew of no record 
of its having spread from chicken to man 
in the United States. T. gallinae infections 
are apparently not uncommon in South 
America. Dr. A. Cury, of the Institute 
Oswaldo Cruz at Rio de Janeiro, has sent 
us two cultures isolated from infected cocks 
seen in Brazil in 1948 and 1950. We have 
no record, previous to the outbreak herein 
described, of T. gallinae infections in Puerto 
Rico. 

In 1939, Baudet !? reported the first T. 
gallinae infection in a dog. The dog, which 
had been confined for two months to a 
small enclosure where chickens had been 
kept, developed a small lesion on the head. 
The lesion was nearly circular, with a 
crusted central area surrounded by an area 
largely free of hairs. No suppuration was 
found under the crust. Examination of hairs 
at the border of the lesion or enclosed in 
the crust revealed that they were surrounded 
by chains of large spores and mycelial fila- 
ments. Typical cultures of T. gallinae were 
recovered, and the author was able to pro- 

* Bullis, K. L.: Personal communication to the 
authors, 1950. 


+ Giltner, L. T.: Personal communication to the 
authors, 1950. 
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duce infection with this culture in three 
guinea pigs and also on the comb of a 
rooster. Inoculations of three dogs were un- 
successful. Although infection had not been 
observed among the chickens which had 
previously been confined to the area where 
the dog was kept, it appeared probable that 
infective material from the chickens had 
been left in the area. 


T. gallinae infection of wild birds has 
been reported by Patiala }* in Finland. Such 
infections are a conspicuous disease in the 
black grouse (Lyrurus tetrix), which is a 
common game bird in that country. 


The first record of the isolation of T. 
gallinae from a human is that mentioned 
by Sabouraud® in a footnote in “Les 
Teignes,” 1910. No details were given of 
this infection except that it was of a 
“trichophytic” type, and that Sabouraud 
himself identified the culture isolated from 
the lesion. The second case attributed to 
T. gallinae is that of Sartory, Petges, and 
Sartory,'* 1926, who describe an extensive 
dermatophytosis in a patient from the 
French Cameroon. However, the description 
of the fungus isolated was so inadequate that 
it is doubtful that this was a true case of 
T. gallinae infection. The nature of the 
patient’s lesions, as well as the description 
of the fungus isolated, to us is more sug- 
gestive of a case of T. rubrum infection. 

The following is a report of the second 
authenticated case of T. gallinae infection in 
a human being, and the evidence for its 
contraction from ringworm-infected chick- 
ens. 


Report of Case 


A scalp infection was observed in a 4-year-old 
Puerto Rican girl, who lives in a suburb of Rio 
Piedras. The lesion occurred on the scalp some- 
what posteriorly to the anterior fontanelle. It 
began as a small pimple that resembled a mosquito 
bite. It was net painful, but marked itching oc- 
curred. The primary lesion extended peripherally 
and showed only dry scales. When the patient was 
first observed in the ¢linic of dermatology, San 
Juan City Hospital, the lesion was about 4 cm. in 
diameter. It was circular in outline, with elevated 
borders, and was covered by a dry scab. Little 
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hair was present in the area; however there were 
a few hair stubs. 

Direct examination of hairs and epithelial frag- 
ments were negative for fungus elements; how- 
ever, tubes of Sabouraud dextrose agar containing 








Fig. 1—(a and b)—Child with scalp lesion due to T. gallinae. 


& 


penicillin and streptomycin were inoculated. After 
a week, slow-growing, white fluffy colonies devel- 
oped, which later assumed a faint pinkish cast on 
the surface. A soluble currant-red pigment which 
diffused throughout the medium was also produced. 





\ 
‘ 
{ 


a 





: a (a) Frontal view. (b) 
Close-up of scalp. (c) T. gallinae; six-week-old colony showing folded surface and entire 
medium darkened by the soluble red pigment. (d) Macroconidia of T. gallinae; reduced about 
1/5 from mag. X 522. 
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The fungus was tentatively identified as T. gallinae 
and sent to the mycology laboratory of the Com- 
municable Disease Center for examination. Further 
studies at this laboratory confirmed the identifica- 
tion. The child was seen again about two months 
after the first visit. A small lesion was still present 
even though the child had received treatment dur- 
ing the intervening period (Fig. la and b.) Cultures 
from the lesion were negative at this time. A field 
investigation was undertaken to determine the 
source of the child’s infection. It was found that 
the child lived on the outskirts of Rio Piedras with 
her aunt, grandmother, and two cousins. The fam- 
ily lived in great poverty in a two-bedroom wooden 
house under relatively poor sanitary conditions. 
They owned five apparently healthy chickens, which 
were the favorite pets of the children in the neigh- 
borhood. According to the history given by the 
girl’s aunt, none of the other children had had 
any evidence of infection. The chickens at 
first sight appeared to be healthy; however, upon 
close examination minute dry scales were observed 
on the comb of one of them. Scrapings were taken, 
which were later inoculated on Sabouraud dextrose 
agar. Mixed cultures of saprophytes were first 
obtained; however, by use of a cycloheximide me- 
dium™ pure cultures of T. gallinae were secured. 
The culture was identical with that which had 
been obtained from the child. 


Cultural Characteristics of T. Gallinae 


The organisms isolated in the Puerto 
Rican case, both the human and chicken 
isolates, were identical with other strains 
of T. gallinae studied in the mycology lab- 
oratory of the Communicable Disease Cen- 
ter. Growth from clinical material first 
apears on Sabouraud dextrose agar in about 
one week as a small white colony with a 
fine, fluffy aerial mycelium. By the end of 
two weeks the colony has attained a dia- 
meter of 10 to 15 mm. It is slightly convex 
and shows irregular grooves on its surfaces. 
At this time there is little or no pigment on 
the reverse of the colony. By three weeks 
the folds on the surface are more pro- 
nounced, and a pink pigment is seen in 
the medium on the reverse of ‘the colony. 
As the colony ages this pigment becomes 
more intense and eventually colors the entire 
agar a deep red color. This soluble pigment 
may be defined according to the Munsell 
Color Charts 1° as 7.5R 6.4/10 (this cor- 
responds fairly closely to Ridgeway, Plate 
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1, Strawberry pink 5d).t By the third or 
fourth week the surface of the colony be- 
comes a light pink (Munsell 7.5R 8/5, or 
Ridgeway Plate 27, Hydrangea pink 5’f). 
Figure lc shows a_ six-week-old colony 
where the entire medium has been darkened 
by the soluble pigment produced. Micro- 
scopic examination usually does not reveal 
spores until two or three weeks of growth. 
Microconidia are generally few in number 
and appear as small pyriform to elongate 
structures scattered along the sides of the 
mycelium. They are similar to the micro- 
conidia seen in other dermatophyte species. 
Macroconidia may be present in large 
numbers. In the strain isolated from the 
Puerto Rican child, they were rare on 
Sabouraud dextrose agar but were produced 
in large numbers on potato-dextrose or 
Czapek agar. They varied from short two- 
celled spores, 15y long, to ones with 9 to 
10 cells, 50u in length. The average width 
was 6 to 9u. The walls were smooth and 
double-contoured. Many — were _ slightly 
clavate, but others were of almost equal 
diameter throughout, with a rounded anterior 
end, but somewhat attenuated where they 
had been attached to the mycelium (Fig. 
1d). 


Experimental Animal Inoculations 


The culture recovered from the child was 
inoculated into several chickens (three hens 
and a rooster) and two guinea pigs in an 
effort to produce experimental infections in 
these animals. 

(a). Guinea Pig Infections—Two guinea 
pigs (approximately 250 gm.) were infected 
by rubbing a ground culture, from the two- 
week-old growth obtained on Sabouraud 
dextrose agar, onto the shaved and sand- 
paper-scarified sides of these animals. After 
seven days heavily crusted lesions sur- 
rounded by areas of erythema were seen on 


£Color readings were made from the medium 
surrounding a four-week-old colony grown on a 
plate of Sabouraud dextrose agar 5 mm. thick. 
The plate was placed on a white background and 
illuminated by a 15-watt fluorescent bulb placed 
at 45 degree angle about 2 ft. above the plate. 
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both animals (Fig. 2c). Skin scrapings 
from the areas were filled with proliferating 
mycelium and arthrospores. Hairs examined 
revealed mycelium within their interiors and 
chains of large spores, 4p to 8u in diameter, 


a 


disposed on the exterior of the hairs near 
their bases. The hair invasion was thus of 
the large-spored ectothrix type. None of the 
hairs showed heavy sheaths of spores; how- 
ever, a number of individual chains of spores 


Fig. 2—(a) Experimental T. gallinae infection in a rooster. (b) Skin scrapings from T. 
gallinae infected rooster showing mycelium and arthrospores. (c) Experimental T. gallinae 
infection in a guinea pig. (d) Guinea pig hair invaded by T. gallinae. 
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were seen running parallel to the length of 
the hairs (Fig. 2d). By the 21st day 
the lesion appeared to be regressing; how- 
ever, invaded hairs were still present, and 
typical cultures of T. gallinae were re- 
covered. The fungus could not be recovered 
after 25 days. 

(b). Chicken Infections——Feathers were 
plucked in a small area around the combs 
of each of three Plymouth Rock pullets 
weighing about 1% lb. The areas were then 
slightly scarified, and the ground two-week- 
old growth obtained on Sabouraud agar was 
rubbed onto the areas. Erythema and some 
scaling was visible after nine days, and 
proliferating mycelium was seen in scrap- 
ings. The infection spread slowly over the 
comb and the top of the head, but did not 
appear to spread to the feathered areas of 
the body. The infection was still present 
after eight weeks, .and T. gallinae was re- 
covered readily from the scales at this time. 

A large Plymouth Rock rooster was inocu- 
lated on one side of the comb and on one 
of the wattles with the culture recovered 
from the hens 34 days after they had been 
inoculated. Whitish areas were visible by 
the fifth day. In two weeks heavy white 
scales were present over most of the sur- 
face of the comb, and a large ringed lesion 
was visible on the wattle (Fig. 2a). By four 
weeks the infection had spread over the top 
of the comb to the other side and the other 
wattle had become infected. Skin scrapings 
at this time showed masses of mycelium and 
arthrospores (Fig. 2b). Typical cultures of 
T. gallinae were recovered from all these 
lesions. 

It is interesting to note that Polemann 
and Schrafenberger 17 recently have sug- 
gested the use of roosters infected with T. 
gallinae as test objects for ‘antimycotic 
therapy studies for the following reasons: 
The comb is easily inoculated, and the in- 
fection persists for a long time; also test 
drugs can be readily administered through 
the wing veins. 


Summary 
An infection due to Trichophyton gallinae 
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is described in a 4-year-old Puerto Rican 
girl. This is the second authenticated human 
infection due to this fungus which has been 
reported. 


Evidence for the contraction of this in- 
fection from ringworm-infected chickens is 
presented. 


Experimental infections in guinea pigs and 
chickens were produced by the use of the 
culture isolated from the child. 


Technical assistance was given by Angel Cas- 
tillo, of the University of Puerto Rico School of 
Medicine, and by Laverne B. Camp, Erylene O. 
House, and Robert E. Bates, of the Communicable 
Disease Center. 
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Report of a Case 


HAROLD O. PERRY, M.D. 
and 


LOUIS A. BRUNSTING, M.D., Rochester, Minn. 





Porphyria cutanea tarda is usually a be- 
nign disease of insidious onset in older 
patients and is associated with few or no 
systemic symptoms except a mild degree 
of hepatic insufficiency. In most patients 
signs of the disease are limited to the skin. 
In such cases porphobilinogen is absent, 
although large amounts of uroporphyrin and 
coproporphyrin are excreted in the urine 
and feces. 

Occasionally instances occur in which fea- 
tures of classic porphyria of the intermittent 
type may be combined with porphyria cu- 
tanea tarda, the so-called mixed type. The 
disease is known to recur intermittently for 
years, with an unusual combination of symp- 
toms which are likely to cause the patient 
to be labeled a neurotic by the succession of 
physicians in attendance. 

The patient’s complaints may be those of 
severe, recurring abdominal pains and colics. 
Thinking that such patients have a surgical 
condition of the abdomen, some surgeons 
have performed exploratory abdominal op- 
erations and, finding no abnormalities of the 
abdominal viscera, have made a diagnosis 
of psychoneurosis. The indefinite nature of 
the neuritic pains of the legs, at times asso- 
ciated with foot drop or paralysis of the 
musculature of the lower —xtremities, like- 
wise confuses the neurologist. Disturbance 


Submitted for publication Aug. 17, 1955. 
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in the patient’s personality pattern, a com- 
mon accompaniment of intermittent por- 
phyria, is misinterpreted by the clinician. 

The following case is reported to call at- 
tention to the long history of “neurotic” 
symptoms, the nature of which was finally 
clarified when a diagnosis of porphyria 
cutanea tarda was made. The lesions of the 
skin were so distinctive as to suggest the 
possibility of a factitious origin. 


Report of Case 


A 53-year-old woman * came to the Mayo Clinic 
for evaluation of a bullous skin eruption that had 
been present recurrently over the previous 8 or 
10 years, and that was associated with the sys- 
temic complaints of nausea, vomiting, and probable 
jaundice. Soon after her arrival here, she had 
chills, elevation of temperature to 103F, nausea, 
vomiting, and generalized aching. To facilitate 
treatment of her acute symptoms she was admitted 
directly to a medical service, where study of her 
chronic disease could be carried out concomitantly. 

The patient had been seen at the Mayo Clinic 
in 1937, when she complained of intermittent nau- 
sea and vomiting. These symptoms seemed to be 
related to periods of tension and fatigue, and diag- 
nosis of functional disease was made. 

Her present illness began in 1947, with recur- 
rent crops of “blisters” over the exposed portions 
of the body unrelated to exposure to the sun. Ex- 
acerbation of the skin lesions was associated with 
nausea, vomiting, and some pain in the upper right 
quadrant. No true colics were noted. Jaundice 
was reported as being present. A huskiness of the 
voice was also a common accompaniment of these 
episodes, with normal function of the voice re- 
turning within a few hours when improvement in 
her general condition occurred. Episodes as de- 
scribed might occur as often as once a month, or 
they might be separated by intervals of as long as 
six months. 


* This patient was presented at the Sept. 12, 
1954, meeting of the Minnesota Dermatological So- 
ciety.” 
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The patient readily admitted to being “a nervous 
person.” Her husband described her as undis- 
ciplined in her activities and elaborated that even 
though she was active in many women’s groups 
during the day, she would stay awake during the 
night to complete the usual household tasks. The 
patient had received insulin shock therapy on two 
occasions in 1951 while receiving sanatorium care 
for emotional disturbances. She was considered 
to have had a psychoneurosis with self-induced 
lesions of the skin. In the previous five or six 
years she had used alcohol excessively, although 
she denied this fact on direct questioning. In addi- 
tion, she used numerous proprietary medicines and 
prescribed sedatives and sleeping medicaments rou- 
tinely for sleep. 

Physical examination revealed a gaunt, dis- 
traught middle-aged woman, who appeared older 
than her actual age and who seemed to be acutely 
and chronically ill.. She would respond to question- 
ing, but her history was inconsistent within itself 
and with information obtained from the family. 
The blood pressure was 110 mm. of mercury sys- 
tolic and 70 diastolic, the pulse 90 per minute, the 
temperature 98F, and the weight 92.5 lb. (42 kg.). 
Cutaneous findings as noted by the medical serv- 
ice were a barely perceptible yellowing of the 
sclerae and the presence of intact and ruptured 
bullae over the face, neck, forearms and hands, 
and feet. Thick, dark crusts were in place at the 
sites of some ruptured bullae, and atrophic scars 
gave evidence of lesions that had been present 
previously and had healed. The provisional diag- 
nosis at that tinie was inadequate personality and 
dermatitis herpetiformis with secondary self-in- 
flicted lesions. 

Dermatologic consultation was requested. A 
more detailed examination of the skin. revealed a 
mahogany color to the exposed areas of the body 
that was accounted for by a suffusion and hyper- 
pigmentation of these tissues (Fig. 1). Because 
the skin of the same areas was thin, atrophic, and 
tautly drawn over the underlying structures, these 
areas had a varnished appearance. The sharpness 
of the nose was accentuated, and this helped to 
produce a sclerodermoid appearance of her facies. 
Marked hirsutism was present in the bearded area, 
with extension onto the malar prominences. Bullae, 
a few millimeters to several centimeters in diam- 
eter, were scattered over the face, forearms and 
hands, and lower part of the legs and feet, with 
the lesions being most numerous on the upper ex- 
tremities. 

The contents of some bullae were hemorrhagic 
in nature in contrast to the usual clear contents 
seen in most of the lesions. Ruptured bullae had 
been replaced by dark-brown, almost black, thick 
adherent crusts. Uniform-sized, hypopigmented, 
superficial, atrophic scars were visible over the 
cheeks and upper extremities. On the basis of the 











: eel 
Fig. 1—Sclerodermoid facies, hyperpigmentation 
of the skin, and hirsutism, in addition to the 


“blistering,” were prominent features on cutaneous 
examination. 
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cutaneous findings the presence of porphyria cu- 
tanea tarda was suspected, and the patient was 
transferred to the dermatology service on Aug. 28, 
1954. 


Laboratory work completed as of Aug. 31 dis- 
closed the following: specific gravity of the urine, 
less than 1.006, and Grade 1 albuminuria, erythro- 
cyturia, and pyuria; creatinine, 2.64 mg., and 
hemoglobin, 11.8 gm., per 100 cc. of blood; ery- 
throcyte count, 3,600,000, and leucocyte count, 
10,400, per milliliter of blood; bilirubin, 3.30 mg. 
direct, and 0.25 mg. indirect, per 100 cc. of serum; 
cholesterol, 160 mg., and cholesterol esters, 44 
mg., per 100 cc. of plasma; alkaline phosphatase, 
37.9 King and Armstrong units per 100 cc. of 
serum; and serum proteins, 4.94 gm. per 100 cc., 
with an albumin-globulin ratio of 3.19 to 1.75. 
Special liver-function tests showed 1.5 thymol tur- 
bidity units and a 1+ reaction with the cephalin- 
cholesterol test. A flocculation test (Kline) for 
syphilis gave negative results. The roentgeno- 
graphic appearance of the chest was normal. The 
concentration of serum bromide was 27 mg. per 
100 cc. Qualitative studies of urinary porphyrin 
revealed the presence of uroporphyrin and the ab- 
sence of porphobilinogen. 


On Sept. 1, the sixth hospital day, the contents 
of a hemorrhagic bulla, 4 by 8 cm. in size, in the 
flexor aspect of the left forearm was analyzed 
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for porphyrins. A total of 6y of coproporphyrin 
and 2.48y of protoporphyrin was obtained from the 
15 cc. of “blister” fluid. There was a strong pri- 
mary fluorescence of the fluid with ultraviolet 
light. 

In the meantime, the patient had had a spiking 
daily temperature that reached 102.6F. Hoarseness 
had occurred without any evidence of inflammatory 
disease being detected by direct examination. The 
hoarseness progressed within a day to complete 
aphonia. It was appreciated clinically that the 
jaundice had deepened materially and that the pa- 
tient’s general physical condition had deteriorated. 
Whereas on admission she was semicomatose, she 
now appeared almost moribund. Fluids were taken 
only in small quantities, and food, not at all. Illu- 
sions and hallucinations occurred from time to 
time. 

Laboratory reevaluation on Sept. 3, her eighth 
hospital day, showed that repeated specimens of 
urine were still of low specific gravity, with Grade 
lto2 albuminuria and Grade 1 erythrocyturia, 
The blood pressure was 116/64. The urea nitrogen 
measured 96 mg. per 100 cc. of blood, and the 
bilirubin measured 98.8 mg. by the direct reaction 
and 19.6 mg. by the indirect reaction, per 100 cc. 
of serum. The carbon dioxide-combining power 
was 7.8 mEq. per liter of plasma, the value for 
potassium was 2.4 mEq. per liter, and the value 
for sodium was 12.2 mEq. per liter of serum. A 
roentgenogram of the chest showed an area of 
pneumonitis of the right upper pulmonary field. 

The patient had received fluids intravenously 
each day; with the marked electrolyte imbalance 
then noted, appropriate quantities of sodium chlo- 
ride, sodium lactate, and potassium chloride were 
added to these. Oxytetracycline (Terramycin) was 
administered in a dose of 500 mg. every six hours. 
There was a dramatic response to these treatments, 
and within 48 hours the patient was eating a full 
tray of a diet high in carbohydrate, high in pro- 
tein, and low in fat, and was drinking upwards of 
3000 cc. of fluids daily. 

With remission of her general symptoms, urinary 
output increased. Beginning on the 10th hospital 
day, urine was collected for 24 hours and analyzed 
quantitatively for porphyrins. The excretion for 
the 24-hour period was 9440y of uroporphyrin, 
9700y of coproporphyrin, and no porphobilinogen. 
A stool: specimen of 125 gm., collected during this 
same period and analyzed, contained 310y of uro- 
porphyrin, 2815y of coproporphyrin, and 1590y 
of protoporphyrin. Urinary excretion of porphy- 
rins during the 24 hours immediately prior to dis- 
missal of the patient from care some 4 days later 
was 724y of uroporphyrin, 3680y of coproporphy- 
rin, and no porphobilinogen. 

The condition of the patient had been so critical 
that little attention was given to the cutaneous 
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lesions. After the eighth hospital day (Sept. 3), 
no new “blisters” appeared. The ruptured bullae 
had eventuated in crusted ulcerations of irregular 
outline that measured up to 10 cm. in their greatest 
diameter. On close inspection, it was noted that 
the ulcerations on the dorsum of the hands were 
so deep that elevating a free margin of some of 
the crusts exposed the extensor tendons of the 
fingers. The crusts were escharotic in character, 
being black and leathery, with little purulent ma- 
terial being present (Fig. 2). 





Fig. 2.—Sphaceli and large ulcerations that sug- 
gested dermatitis factitia. 


After the patient had spent 15 days in the hos- 
pital, her condition had improved to the extent 
that she was then able to walk with some help. 
She had, however, lost 10 Ib. (4.5 kg.) during 
this period. A few days before she was dismissed, 
her voice was once again audible. Although she 
was still ill and debilitated, she requested dismissal 
to her home. 


Comment 


This case illustrates the fact that por- 
phyria cutanea tarda may be a profound 
systemic disease. Porphyria, when manifest- 
ing all its characteristics, may challenge the 
most capable diagnostician. In this case the 
medical management was most difficult. At 
one time, in addition to her porphyria with 














UMI 
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its attendant hepatic dysfunction, this patient 
had renal disease with uremia, pneumonitis, 
and marked electrolyte imbalance. 

The ulcerations that occurred in this case 
were more extensive than had been seen 
previously in our experience.” Their pres- 
ence diverted attention from the more char- 
acteristic skin changes noted in the report. 
Moreover, the dark crusting of the ulcers 
suggested a  factitial dermatitis, which 
seemed consistent with the hysteroid char- 
acter of the patient. 

Whether or not the aphasia that developed 
was on a hystericai basis was never deter- 
mined. No cause was found on clinical 
examination. The patient’s family believed 
that it was only an effect of her illness and 
considered the return of her voice as the 
beginning of another remission. 

The history of excessive consumption of 
alcohol and drugs in this case should empha- 
size again the poor tolerance patients with 
porphyria have for these preparations. The 
use of barbiturates is contraindicated in 
such patients. 

The presence of the porphyrins in “blis- 
ter” fluid was an interesting finding. In 
previous attempts, we have been unable to 
demonstrate their presence in “blister’’ fluid. 
The significance of this finding is not ap- 
parent at this time. 

From a laboratory standpoint, the ab- 
sence of porphobilinogen in the urine and 
the presence of uroporphyrin in the urine 
and feces and protoporphyrin in the feces 
would seem to place this patient’s disease 
within that group of porphyria designated 
as porphyria cutanea tarda.? 


Only one of the patient’s eight children 
was available for study, and no urinary 
porphyrins were found in one examination 
of the child. The patient was an only child 
of parents whose medical histories did not 
suggest the presence of porphyria. 

Six months after dismissal from our care, 
the patient wrote that scarring from the 
previous ulcerations had resulted in some 
contractural deformities of the fingers. She 
was otherwise so well that she did not wish 
to return for further medical evaluation. 


Summary 


A patient with porphyria cutanea tarda 
is presented in whom large bullae were fol- 
lowed by ulcerations with thick black 
sphaceli resembling dermatitis factitia; por- 
phyrins were demonstrated in the “blister” 
fluid. The personality structure and ab- 
dominal complaints of this patient resembled 
those seen in so-called acute intermittent 
porphyria; however, porphobilinogen was 
consistently absent from the urine. 
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Clinical Notes, New Instruments and Techniques 
CORNS ON THE BUTTOCKS 


THOMAS BUTTERWORTH, M_D., Reading, Pa. 


A corn is a circumscribed area of callus that has developed a hard central conical 
core. It is produced by intermittent pressure on the skin overlying a bony prominence. 
Its commonest location is on the outer side of the fifth toe, but it occurs frequently on the 
dorsa of the three middle toes, tip of the small toe, and on the soles. Corns may occur on 
portions of the body remote from the feet, such as the fingers of violinists and spin 
bowlers. A search of the medical literature since 1927 has failed, however, to reveal a 
report of an instance in which such lesions have appeared on the buttocks. Because of 
the rarity of corns at this site, the following case is reported briefly. 

An epileptic mental defective has been a patient at the Pennhurst State School since 
the age of 2 years. At the time his lesions were discovered, he was a frail, underweight, 
(50 Ib.) restless blonde boy of 9 years. He spent his days sitting on a wooden bench 
in idleness or watching television. All day long he would move about restlessly, so that 
his weight was constantly being shifted from one buttock to the other. 

Apart from his mental deficiency, there was nothing noteworthy in his past history or 
general physical examination. On the lower parts of his buttocks, overlying each of the 
tuberosities of the ischia, there were hard slightly scaly papules measuring 0.6 cm. in 





Fig. 1.—Corns overlying the tuberosities of the ischia in a 9-year-old boy. 


diameter (Fig. 1). Around these dense central cores there were collars of callus. Whether 
the lesions were painful is not known because in his mental condition he was not capable 
of complaining. We do know, however, that the central cores of the lesions would 
disappear from time to time, either being shed spontaneously or picked out by the 
patient. The remainder of his skin was soft but pale. 

Roentgen studies of the tuberosities of the ischia failed to reveal any bony abnormal- 
ities. Chemical studies of the blood and urinalysis were normal. 

Histologic Examination (Dr. Fred D. Weidman): The epidermis was irregularly 





Submitted for publication Nov. 23, 1955. 
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Fig. 2.—Section showing dense central core and acanthosis. 
thickened, with snaggy and long interpapillary pegs (Fig. 2). In the center of the section 
there was a shallow, cup-like depression which was occupied by a mass of very dense 
hyperkeratotic material. The rest of the spidermal cells were excellently differentiated 
and oriented. 

There was not any inflammatory infiltrate anywhere in the corium, but myriads of 
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Fig. 3.—Engorged capillaries in the papillae around the corn. 
engorged capillaries occupied the papillae under the keratotic cup and were continued 
in diminishing numbers laterally (Fig. 3). 

Summary 


A case is reported in which an underweight 9-year-old mentally defective blonde boy 
developed corns overlying the tuberosities of the ischia from sitting restlessly many long 
days on a hard wooden bench. 
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PRIMARY OSTEOMA CUTIS 
Report of a Case Simulating Verruca Plantaris 


COL. ROBERT G. THOMPSON (MC), U. S. Army 


Osteomas of the skin are uncommon. The majority of ossifications of the skin have been 
reported as secondary to injuries, inflammatory processes, and tumors and are considered to 
be metaplasia. Primary osteoma cutis involving the skin of the sole of the foot is a rare 
disease. A case was reported by Coleman’ in 1894 in a child of 6 years who had a lesion on 
the sole which the mother had noted about two and a half years previously; it occupied about 
one-third of the plantar surface, particularly under the os calcis. One and one-half years after 
the lesion in the sole appeared, the fourth toe became involved, and eventually the plaque and 
the fourth toe were removed. Sections through the body of the plaque contained cancellous 
bone which ran close to the epidermis. Ossification seemed to be proceeding regularly, and 
there was no evidence to indicate that the lesion represented metaplasia. In 1945 Vero, 
Machacek, and Bartlett? reported a case of disseminated congenital osteoma of the skin with 
subsequent development of myositis ossificans. The condition occurred in a child of 2% 
years who had lesions involving the left groin, scrotum, thigh, and back. Eventually other 
areas of the body became involved, and there was an occasional spontaneous perforation 
of the skin with extrusion of small osteomas, which occurred mainly on the toes. At the 
time of the extrusions through the toes the skin became reddened, swollen, and tender. The 
purpose of this clinical note is to report primary osteoma cutis in the skin of the sole which 
simulated verruca plantaris. 


Report of Case 


A white male physician, age 26, presented a lesion on the plantar surface of the right great 
toe of six months’ duration. The lesion was a discrete nodule, which was tender on pressure 


Submitted for publication Sept. 21, 1955. 
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Denver. 
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Fig, 1—Reproduction of roentgenogram show- 
ing opaque density, distal portion of great toe 
(U. S. Army photograph). 
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and which was covered with a moderate amount of callus. The nodule was deeply embedded 
in the skin and measured 3 mm. in diameter. When the callosity was pared away, no bleeding 
points were observed. The lesion was sharply marginated, and insertion of the point of a 
No. 11 blade met with firm resistance. Except for the absence of bleeding points the lesion re- 
sembled in every respect a plantar wart. 





Fig. 2—Osteoma cutis. Photomicrograph. Micro Tessar; reduced from mag. X 6. 


X-ray examination of the foot revealed the findings shown in Figure 1. 

The lesion was excised, and the wound was sutured. Healing occurred normally. Pathologi- 
cal examination showed bone formation in the cutis (Fig. 2). The physician patient was quite 
definite in his statement that the osteoma appeared spontaneously and not secondary to a pre- 
existing inflammatory or irritative process. There was no microscopic evidence to indicate 
the origin of the lesion from preexisting cartilage or periosteum. 

This represents an additional disease, though rare, which must be differentiated from 
verruca plantaris. The pathogenesis of the osteoma cutis in this case is probably that of 
embryonal cell rests of osteoplastic elements. 
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The New, Newer, and Newest 











John Stokes’ name was conspicuous by its absence from the list of contributors to the 
May issue of the ArRcHIvEs, which was devoted largely to historical aspects of syphilis. Dr. 
Stokes was among the first invited to participate, but, unfortunately, illness prevented his 
doing so. It is a tribute to Dr. Stokes that a great number of dermatologists inquired about 
the omission. 





At long last, the uphill battle that has been carried on to flood-light the importance of 
dermatology in industrial medicine has gained recognition. Dr. Samuel M. Peck, New York, 
Editor of the Journal of Compensation Medicine for the past two years, was recently elected 
President of the American Academy of Compensation Medicine. 





Dr. Thomas Fitzpatrick, Portland, Ore., was invited by the Japanese Dermatological 
Association to deliver a series of lectures in several medical centers in Japan. 





Things to look for in forthcoming Transactions: a case of urticaria and another of fixed 
eruption from drugs you would not ordinarily think were suspect; an interesting new treat- 
ment for hypertrophic lichen planus; a curious reaction in the axillae, apparently following 
the use of certain stick-type antiperspirants; some impertinently pertinent remarks about 
so-called benefits from sunlight. 





For those who require support for their belief that cleanliness is next to godliness, the 
Association of American Soap and Glycerine Producers, Inc., has recently published a bro- 
chure which offers it. It is a compilation of quotations from numerous sources about soap 
and its uses. 





Notes of the A. M.A. Meeting, June 11-15, 1956.—the oppressive heat, and doctors walking 
miles along the Navy Pier, not for that certain cigarette, but to view the hundreds and hun- 
dreds of exhibits. .The large number with dermatologic interest were scattered throughout 
the various sections, but the prizes, Certificate of Merit and Honorable Mention, went to three 
of the twelve excellent exhibits in the Section of Dermatology. 





—the good news that the recipient this year of the Blackwell Award “for outstanding 
contributions to the cause of women in the field of medicine’ was our own dermatologist 
colleague, Dr. Evangeline Stenhouse of Chicago. 





—Chairman Walter Wilson’s witty comments on “Dividing Lines in Specialized Medical 
Practice,” in which he drew comparisons to the vertical and horizontal divisions of trade unions 
with their tendencies to spill over, such as the proctologist whose activities extend for an 
area of two inches beyond the mucocutaneous junction; and his pointed statement that dividing 
lines should be designed for the benefit of patients only. 





—the discusser who began his dissenting opinion with the comment that, though we can- 
not grow hairs, this does not deter us from splitting hairs. 





—the “packed house” for the Symposium on Cosmetics—some 200 cosmetic chemists 
attended. 





—New officers of the Section are Herbert Rattner, Chairman; Fred N. Jacob, Vice- 
Chairman; Clarence Livingood, Secretary. Dr. Walter Lobitz Jr. was elected to represent 
the section on the American Board of Dermatology and Syphilology. The combination of my 
shiny dome and Fred Jacob’s chin adornment should make quite a picture at the officers’ 
table next year! 

H.R. 
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Abstracts from Current Literature 


AVIDITY OF THE TETRACYCLINES FOR THE CATIONS OF METALS. A. ALBERT and C. W. REEs, 
Nature, London 177 :433 (March 3) 1956. 


The high affinity of chorotetracycline (Aureomycin) and oxytetracycline (Terramycin) for 
the cations of heavy metals has been reported. This paper extends the study to tetracycline and 


demonstrates that stable complexes with various metals such as aluminum, iron, copper, etc., 
are formed. It is not yet known if the antibacterial action of the tetracyclines is connected 
with their metal-binding powers, as that of 8-hydroxyquinoline is. Model experiments have 
shown that the practice of giving alumina with the tetracyclines (to prevent gastric irritation) 
completely inactivates them. 

BLANK, Miami, Fla. 
THE PIGMENT, TRICHOSIDERIN, FROM HUMAN Rep Harr. N. A. Barnicot, Nature, London 

177 :528 (March 17) 1956. : 

Trichosiderin is a pink pigment found only in red hair, from which it can be extracted by 
hot acids. Alkali will extract a yellow or orange precursor that is converted to trichosiderin 
by heating in acid solution. Complete extraction of trichosiderin does not appreciably change 
the hair color, and the contribution of this substance to the total pigmentation is uncertain. 
Other acid insoluble red pigments may be the main pigmentary components. 

BLANK, Miami, Fla. 
LESSONS OF EXPERIMENTAL SYPHILIS IN THE INTERPRETATION OF THE NELSON TEST. 

PASTINEL and P. Cottart, Ann. dermat. ef syph. 83:5-17 (Jan.-Feb.) 1956. 

In a long series, studied over several years, the authors have never observed a positive 
lymph node transfer in experimental animals when the test of Nelson was negative. On the 
contrary, a positive T.I.T. may be present in positive or negative note transfer. They 
observed, that in syphilitic rabbits, treated early, in which the test had become negative, it 


sufficed to inject intravenously a suspension of killed Treponema to cause the titer of im- 
mobilization to rise to a greater or less extent. Moreover, in new animals it was possible 


to obtain an artificially positive reaction by using the same technique. In summary, the T.I.T. 
seems to be antigenic reaction bound up with the contact, present or past, of the organism 


with living or dead Treponema. 
Derses, New Orleans 
CONCERNING THE IDENTITY OF HypDROA VACCINIFORME OF BAZIN AND CUTANEOUS PROPHYRIA. 
M. Botcert, J. CANIveT and J. Leprne, Ann dermat. et syph. 83:18-21 (Jan.-Feb.) 1956. 
Hydroa estivale is sharply delimited from cutaneous porphyria by involvement of covered 
areas of skin, involvement of the buccal mucosa, umbilication of the bulla, and existence of 
indelible scarring, none of which is seen in porphyria. 
Derses, New Orleans 


PHALANGEAL KNUCKLE Paps (Putvittus Dicit1). J. Ramos E. Siva, Ann. dermat. et syph. 

The author presents two cases of knuckle pads of the phalanges, for which he proposes 
the name Pulvillus digiti.. A review of the literature shows the tendency of modern authors to 
consider this a genodermatosis, at least in the majority of cases, the predisposition to make 
the fibrosis being more important in the pathogenesis than trauma. Numerous illustrations 
from works of art (painting as well as sculpture) from the time of the Renaissance display 
this anomaly clearly. 

Derses, New Orleans 


SCLERODERMIC Diseases I. CLINICAL OsSERVATIONS. A.. Loncui, Arch. Ital. dermat. sif. 

27 :469-554 1955. 

An extensive study is presented of 20 cases of circumscribed scleroderma and 12 of genera- 
lized scleroderma. The former is divided into scleroderma in patches, strips and drops. Diagnos- 
tic aspects of keloids, the atrophodermas, and white-spot disease are discussed, and their possible 
association with ichthyosis, psoriasis, and vitiligo. In generalized scleroderma the author 
describes a butterfly-shaped hyperpigmentation located on the back and on the chest¢ Discussed 
are the hemograms, the internal organs, the involvement of the esophagus, the endocrine 
glands, and the cardiovascular apparatus. The disease is considered as a clinical visceral 
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entity. The conception of a sclerodermic skin, of a sclerodermic symptom or status is 
rejected. 
RoncHESE, Providence, R. I. 


Tue L. E. PHENOMENON: SYNTHETIC REVIEW AND CLINICO-EXPERIMENTAL CONTRIBUTION, 
PARTICULARLY TO THE QUESTION OF SpeEciFIciITy. A. Corpero, Gior. ital. dermat. e sif. 
96 :557-618 (Nov.-Dec.) 1955. 

ON THE SPECIFICITY OF THE L. E. PHENOMENON. L. Rasponi, Gior. ital. dermat. e sif. 
96 :619-663 (Nov.-Dec.) 1955. 

Cordero observed the L. E. phenomenon in 6 patients with erythemato-visceritis-maligna, 
while in 196 healthy subjects the result was consistently negative. In vivo and in vitro the 
phenomenon could never be produced artificially. 

Rasponi searched for the L. E. phenomenon in 40 cases of lupus erythematosus and in 200 
cases of various dermatoses other than lupus erythematosus. He found some similarity but 
no specificity in fluid of bullae and in urethral exudates. He concluded that the L. E. phenom- 
enon is not strictly specific but represents an element of diagnostic value only if accompanied 
by the clinical and laboratory data. 

RoncHeEsE, Providence. R. I. 


Books 





Multiple Neurofibromatosis. By Frank W. Crowe, William J. Schull, and James V. Neel. 
Price, $5.00. Pp. 181, with 15 illustrations. Charles C Thomas, Publisher, 301-327 E. 
Lawrence Ave., Springfield, IIl., 1956. 

This book is more than a summation of the literature on the subject; rather it is built 
specifically around a study conducted at the University of Michigan, by both the Department 
of Dermatology and the Heredity Clinic, of 223 persons with neurofibromatosis. The focal 
points of the study were the clinical and pathological aspects and the genetics of neurofibroma- 
tosis. Among the interesting and unfamiliar facts brought out were the following: approxi- 
mately 78% of persons with the syndrome had at least six or more café-au-lait spots, whereas 
none of the normal adults studied had as many. Palmar and plantar neurofibromata were 


infrequent, but, when they occurred, they occurred asa familial pattern. It was the rare patient 
who did not show some osseous manifestations. Approximately 50% of the patients encountered 


were found to have relatives who were also affected. The book is not a ponderous statistical 

report; it is a simply written, readable monograph, complete with references to the pertinent 

literature, a few illustrations, and a full index. It is an uncomonly good book about an 
uncommon syndrome. 

Atlas und Praktikum der Dermatologie und Venerologie. By Prof. Dr. med. W. Burck- 
hardt. Price, DM 48. Pp. 269, with 158 illustrations. Urban & Schwarzenberg, Thiersch- 
stasse 11, Munchen 26 (American agent—Intercontinental Medical Book Corporation, 
381 Fourth Ave., New York 16), 1955. 

This atlas from Switzerland, printed in German, like all others, is designed to help the 
busy practitioner recognize more readily the cutaneous diseases encountered in his practice. 


All of the common cutaneous infections, affections, and tumors are considered. The book con- 
tains 158 illustrations, most of them excellent, clear photographs in natural color and of good 


size; brief pertinent comments regarding them; the indicated therapy for each condition; a brief 
account of the anatomy of the skin and of essential pathologic lesions; a page of prescription 
formulas; bibliographic references and a full index. It differs from other pictorial books of 
its kind in its more convenient size; on that score alone, it merits recommendation. 
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BRONX DERMATOLOGICAL SOCIETY 
Max Jessner, M.D., President 
Henry Silver, M.D., Secretary 

Oct. 20, 1955 


Urticaria Pigmentosa. Presented by Dr. A. A. FISHER. 


An 8%4-month-old boy has had the present eruption since he was about 5 weeks old. At 
that time it was noted that the skin of the entire body, including the scalp, was diffusely red 
and studded with yellowish papules intermingled with dusky-red macules and papules. 

When seen in May, 1955 (at about 3 months of age), the child was extremely irritable, and 
all the lesions whealed markedly on friction. The histologic report was “typical urticaria 
pigmentosa.” X-ray examination of the bones did not reveal any pathology. The eruption 
has persisted to date, but the child seems to be less disturbed and the lesions wheal less 
violently. A physician had prescribed chloral hydrate for sedation. 

This patient is presented because of the almost universal involvement of the skin and for 
therapeutic suggestions. 


Discussion 


Dr. A. J. OrFruss: In my opinion the clinical appearance of this case is quite unusual for 
urticaria pigmentosa. The child presents an extreme degree of erythroderma and severe general- 
ized pruritus with excoriations. This in my experience is not the common type of urticaria 
pigmentosa. The picture suggests to me that prurigo mitis or ferox must be ruled out. 

Dr. JoHN Gare: I should like to know, because these lesions are so nodular in type, whether 
they could not be a combination of urticaria pigmentosa and a drug eruption due to the ingestion 
of chloral hydrate. May I suggest that chloral hydrate, which is a cumulative poison, be dis- 
continued, and a mild antihistaminic, such as chlortrimeton maleate syrup perhaps, be given 
for the pruritus and an antipruritic magnesium and zinc lotion be applied topically. 

Dr. Victor H. Witten: On close examination of this infant the many yellowish papules 
were highly suggestive of one of the xanthomatoses. This case then is an excellent example 
of the origin of the synonym xanthelasmoidea which is used for urticiria pigmentosa. 

I do not believe that the fact that the child is taking chloral hydrate has anything to do 
with the present picture since the condition antedated the administration of chloral hydrate. 
From the discussion it is obvious that specific or even good palliative therapy is not available 
at present. 


Hairy Nevus of Scalp Showing Hair of a Color Different from that of the Rest of the 
Scalp. Presented by Dr. WiLtt1AM M. SISKIND. 

A 7-year-old child shows a sharply demarcated raised area on the left side of the scalp 
in which the hair is darker than on the rest of the scalp. The scalp in the involved area is 
thickened, raised, and furrowed. ‘Some areas are tender to touch. The two shades of hair 
have been present since birth. In the past year, however, the mother has noticed an increase 
in thickness c‘ the scalp and more tenderness on touch and when combed. This hair in the 
involved area grows at least twice as fast as in the normal scalp. 

The child is otherwise physically and mentally normal. X-rays of the skull showed no 
abnormality of the bones. 


Discussion 


Dr. ArtHuR B. HyMaAn: To me it ‘appeared as though the actual hairs were of the same 
color and shade, but they were set differently in the two areas, giving the impression of differ- 
ence in color. 

Dr. SAMuEL B. Frank: Dr. Gross remarked that this appearance can occur in von 
Recklinghausen’s disease. I have the same impression and have seen it in that anomaly. 
Pseudoacanthosis Nigricans Associated with Obesity and Endocrine Dysfunction. 

Presented by Dr. A. J. OrFuss. 

A 13-year-old white girl is said to have been born with a dark, warty area on the nape. 


209 








A. M. A. ARCHIVES OF DERMATOLOGY 


About a month ago dark, verrucous hypertrophy was noted in the armpits. 

Physical examination shows blackish, verrucose excrescences on the nape and in the 
axillae. The lesions are arranged parallel to the natural ridges and furrows of the skin in 
these areas. The patient also shows striae on the trunk and obesity. 

Thyroid substance (1 grain [60 mg.] daily) is being taken on direction of the family 
physician. There is diabetes in one set of grandparents. 

Among laboratory studies only the basal metabolic rate of +10 needs note. 


Discussion 


Dr. ArtHuR B. Hyman: I should like to know the difference between benign acanthosis 
nigricans and pseudoacanthosis nigricans. If the former term is used for a nevoid condition 
and the latter for the clinical skin picture of acanthosis nigricans with no associated malignancy, 
I should be inclined to reverse the application of the terms. 

Dr. HeLten CurtH: I am gratified that the concept of pseudoacanthosis nigricans has been 
accepted by the presenter of this case. 

To summarize briefly, I believe there are three types of acanthosis nigricans, to wit: 1. A 
malignant form that occurs in adults (rarely in children) and is associated with internal 
adenocarcinoma that ends fatally. 2. A benign form that is a genodermatosis which may occur 
in several members of a family and shows dominant inheritance. The course of benign acan- 
thosis nigricans follows a definite pattern. The dermatosis appears at birth, in childhood, or at 
puberty. If present before puberty, it usually becomes aggravated at that time, most probably 
because of the hormonal imbalance which occurs. 3. A form called pseudoacanthosis nigricans, 
which is also benign but is distinctively associated with pronounced obesity of different causes, 
endocrine or nutritional. Its course does not follow that of benign acanthosis nigricans since 
the disease may start at any time when obesity becomes pronounced and may disappear when 
the patient loses the overweight. 

Now to relate this classification to the case in point, the mother of the patient told me that 
she believes the lesions on the neck were not present at birth, but that when the patient devel- 
oped into a chubby child the condition appeared. By school age teachers used to remark her 
“dirty” neck. By now the patient weighs 195 Ib. and is markedly obese. Menstruation started 
at 10 years of age (three years ago) and the axillary changes appeared several months ago. 
All of this fits in with the concept of pseudoacanthosis nigricans. This patient should be care- 
fully watched for signs of diabetes since she has a family history of diabetes and is markedly 
obese. 

Sheldon and Curtis (Juvenile Acanthosis Nigricans Associated with Pituitary Hypogonadism, 
A.M.A. Arcu. Dermat. 72:63-67 [July] 1955), and I myself lately observed patients with 
pseudoacanthosis nigricans who were not darkly pigmented. This leads me to say that a 
tendency to dark pigmentation is not so important in the pathogenesis of this dermatosis as is 
obesity. Moreover, as aforesaid, any type of marked obesity on an endocrine (Cushing’s dis- 
ease, eosinophilic adenoma of the pituitary, pituitary basophilism) or on a nutritional basis 
may be accompanied by this type of acanthosis nigricans. 

In answer to Dr. Hyman’s specific question about why the name “pseudoacanthosis nigricans” 

: was chosen, I can give two reasons, namely, (1) the cutaneous changes I observed in my early 
cases were, as in the patient tonight, slight and insignificant compared to the changes in the 
other forms, and (2) in contrast to benign acanthosis nigricans, which is gene-determined, 
pseudoacanthosis nigricans is not a genodermatosis but is based on obesity, which is an environ- 
mental factor. 

I hope that I have made myself clear that I consider the condition in this patient presented 
to be a case of pseudoacanthosis nigricans associated with obesity and not one of benign acan- 
thosis nigricans, a genodermatosis, nor one of malignant acanthosis nigricans for which there 


is no evidence at all. 


Psoriasis—An Unusual Response Following Atabrine. Presented by Dr. Victor H. WITTEN 
and Dr. Marion B. SULZBERGER. 


A 42-year-old woman, who has had psoriasis for the past 13 years, is presented as an ex- 
ample of a response following oral Atabrine therapy that seems to be characteristic, according 
to Ziprkowski, Haim, and Bank (Acta med. Orient. 13:45, 1954). 

On Aug. 9, 1955, the patient presented a generalized psoriasis involving nearly all areas of 
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the skin surface with the exception of the face. There were scattered and irregular areas on 
the extremities and trunk as well as the hands and feet. The lesions were typical torpid 
plaques of psoriasis with sharply defined borders and heavy micaceous scales. The patient had 
been under our care since March, 1954, and greatest benefit was derived till now from large 
doses of steroids. 

Stimulated by the report of Ziprkowski and co-workers, on Aug. 9, 1955, we added Atabrine 
in doses of 100 mg. daily to the existing schedule of Meticorten (12.5 mg. daily) plus potassium 
chloride (30 grains daily [2 gm.]) and Riasol externally. After 18 days on this therapy the 
patient reported that she was getting blister-like lesions on her hands and feet and that these 
areas were swollen. The Atabrine was discontinued and the Meticorten was increased to 20 
mg. daily. Two days later, on Aug. 29, there was an increase in the number of vesicular lesions 
and of the swelling. The Meticorten was increased to 30 mg. daily. After this, improvement 
began in the bullae and edema, but the patient rapidly developed an exfoliative erythroderma. 
As the erythroderma improved during the next fowr weeks the original huge and extensive 
plaques of psoriasis disappeared. 


Discussion 


Dr. Victor H. WitTEN: We have, of course, considered the possibility of this being a drug 
eruption, although it is hard to explain why the exfoliative erythroderma occurs in patients 
with psoriasis and not in those with chronic discoid lupus erythematosus and other dermatoses 
for which large doses of Atabrine have been given. Furthermore, while I have not reviewed 
the literature concerning the dermatoses produced by Atabrine, Ziprkowski reports that such 
generalized eruptions ordinarily do not occur until after the drug has been taken for several 
months. 

In correspondence with Dr. Ziprkowski we have been informed that the same type of re- 
action follows the use of chloroquine and that none of his patients had been exposed to sun- 
light. He added further that all of the psoriatic patients who had responded to this form of 
therapy relapsed at a later date. 


Case for Diagnosis: 1. Majocchi’s Disease? 2. Recurrent Summer Ulcerations of Legs 
and Feet? (Without Livedo Reticularis). Presented by Dr. Max Wor. 


A 53-year-old woman presents an eruption on the legs which began June, 1940, recurred 
regularly for 15 years during summers, lasted 2 to 3 months each time, and usually cleared 
in November. With temperatures of 80 F or more, the legs tended to swell, discolor, and 
ulcerate. Severe pain in the affected areas attended these episodes. 

Examination now shows a diffuse eruption of confluent, irregularly shaped patches of super- 
ficial ectasias surrounded by brownish pigmentation on the feet, ankles, and shins. In the center 
of many of these patches there are superficial ulcerations, 0.5 to 1 or 2 cm. in size and with 
some flaky scaling around them. The process is more pronounced on the right leg. There are 
some whitish atrophic scars. The dorsa of the toes and the center of the soles present viola- 
ceous minute ectasias, but there are no signs of livedo reticularis or varicose veins. 

A biopsy report dated 10/8/1954, and rendered by Dr. Arthur B. Hyman reads as follows: 
The epidermis shows perinuclear vacuolation but is otherwise not much changed. The upper, 
cutis shows much edema and is lacy. There is substantial increase in the number of small 
vessels, the walls being rather thick, and some containing red cells, but not roulettes. Around 
them, as well as more sparsely around the deeper cutis vessels,«there are banal inflammatory 
cells. The findings are those seen in the “vascular” lesions of the legs, but they are not specific 
or diagnostic. 

A second biopsy report dated 3/29/1955 and again rendered by Dr. Arthur B. Hyman 
reads as follows: The dermoepidermal line is flattened. The cutis is edematous and shows in- 
crease of small and thin-walled vessels. There is some extracellular deposit of hemosiderin, 
and only mild banal inflammation. The features are those of “hemosiderosis of the extremities” 
due probably to hemostatic conditions. 

The patient has received 15 intravenous injections of 1 cc. of Etamon chloride (tetraethyl- 
ammonium chloride) given once or twice monthly from Oct. 2, 1954, to Aug. 17, 1955. Coin- 
cident with these injections and oral administration of Roniacol, Peritrate, Arlidin, Hesper-C 
capsules, thyroid tablets, Diamox, some relief occurred. In September, 1955, at the height of 
an outbreak, the patient was treated by an internist with hyaluronidase iontophoresis, without 
improvement. The patient has shown considerable improvement recently with Bistrium bromide 
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(hexamethonium bromide), 5 mg. subcutaneously, and the oral administration of vasodilating 
drugs. 


Discussion 


Dr. Victor H. Witren: This is indeed a very fascinating eruption in that it becomes worse 
in the summer without there being, to our knowledge, any relationship to an abnormal sweat 
mechanism or exposure to sun. The fact that this condition follows exposure to heat is 
seemingly the opposite of cryoglobulinemia, in which hemorrhages and ulceration may follow 
exposures to cold. It would be interesting to study the vascular response of the lower ex- 
tremities in this patient if the legs were heated artificially and experimentally. Whatever the 
mechanism, I suppose it is really not plausible to consider it as being the opposite of cryoglobu- 
linemia since in the latter relatively short exposures to cold will produce the skin changes, 
whereas in this eruption long exposures to heat apparently are required. 


Dr. Max Wotr: It should be added to the history of the patient that she had been under 
the care of Dr. Paul Gross for two years. The diagnosis of a necrotizing form of Majocchi’s 
disease with typical microscopic findings was entertained at this time. During a year of close 
observation of the patient I have never observed hemorrhagic puncta or annular lesions on 
the legs or feet. The case corresponds to the syndrome described by Feldaker, Hines, and 
Kierland under the name of “livedo reticularis with summer ulcerations’ (A. M.A. ArRcH. 
Dermat. 72:31 [July] 1955). In spite of the fact that the patient does not show any manifes- 
tations of livedo reticularis, she presents all the other signs and symptoms, such as edema of 
the legs accompanied by excruciating pain during the hot summer months followed by the 
appearance of infarcted areas with crusts and ulcers. Superficial ectasias surrounded by 
brownish pigmentation and occasional atrophic areas are to be expected after healing of the 
ulcers. The therapeutic measures did, in my opinion, alleviate the symptoms, but did not prevent 
recurrences. In one case presented by O’Leary, Montgomery, and Brunsting (Minnesota Derm- 
atological Society, Sept. 26, 1943, ArcH. Dermat. & SypuH. 50:213 [Sept.] 1944) improvement 
occurred after the patient moved froin Omaha, Neb., to Cheyenne, Wyo., which is about 6000 
ft. above sea level. 


Case for Diagnosis: Migrating Phlebitis? Erythema Nodosum? Polyarteritis Nodosa? 
Presented by Dr. A. A. FISHER. 


A 45-year-old man first noted in the summer of 1949 a tender, deep, hot, red mass on the 
outer aspect of the right tibial area that persisted for several months. When this area of in- 
flammation subsided a similar area appeared higher up on the same leg. He was told by 
several physicians at this time, that it “looked like a phlebitis.” One physician suggested a 
ligation of the femoral vein, but a surgeon told him that this operation was not necessary. 
In 1952 a third area appeared on the right leg. About that time he was told he had Buerger’s 
disease and was advised to stop smoking. He did not entirely cut out smoking, and since then 
swellings have appeared on the opposite leg and thigh. 

A typical attack of the eruption on a leg consisted of a redness of the skin over deep tender 
nodules. The inflammation would increase for two to three days and become very painful. 
Tenderness and swelling would then persist for several weeks. When the acute stage subsided 
yellowish discoloration of the skin would often ensue. 

In August, 1955, the condition appeared for the first time on an upper extremity, i.e., on 
the inner aspect of the right forearm. This area of induration and tenderness has persisted 
to date. 

The following tests have been performed and findings were reported as being normal: 
electrocardiogram, x-rays (chest, legs, feet), intravenous pyelogram, and oscillometer readings. 
Tuberculin, histoplasmin, and coccidioidin tests were not diagnostic. 

Patient has remained afebrile and feels perfectly well except for the discomfort of the 
nodules. 

The microscopic description of the biopsy specimen from the lesion on the forearm reads as 
follows: “The epidermis and most of the cutis are essentially normal. In the deep cutis and 
subcutis there are thick-walled vessels with mild inflammation around them, but the walls of a 
few of these are very edematous and are surrounded by moderate cuffs of banal cells. These 
changes may be partly artifact. There is no evidence of erythema nodosum; polyarteritis is not 
seen. Phlebitis is probable. 
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Discussion 


Dr. Max Wotr: This is a rather typical case of phlebitis migrans. The manifestation on. the 
right arm especially would correspond to the clinical picture of this disease. I would suggest 
that the patient be advised again to abstain completely from tobacco smoking. 

Dr. A. A. FisHer: If this is a case of migrating phlebitis, no underlying cause for the 
condition has as yet been found. Visceral malignancy has to be considered, as Dr. Pollack has 
suggested, but no such involvement has as yet been found after careful study. The allergic 
vasculitis that Dr. Pollack also mentioned usually results in ulceration, which this case does not 
show. Buerger’s disease must always be considered in cases of migrating phlebitis, but experts 
on peripheral vascular disease have been unable to make such a diagnosis. However, the patient 
has promised to stop smoking for six months to see what effect that would have on the course 
of the disease. The clinical course and the biopsy would seem at the moment to favor the 
diagnosis of migrating phlebitis. 

Pseudopleiade. Presented by DR. A. J. ORFUSS and DR. S. FRIED (by invitation). 

Syphilis, Tertiary, Nodular. Presented by DR. EARLE W. BRAUER. 

Essential Telangiectasia. Presented by DR. ERNST ROSENBAUM. 

Lupus Erythematosus Hypertrophicus of the Face and Necrobiosis Lipoidica of the Leg. Presented by DR. 

DAVID B. BALLIN and DR. R. KEEN (by invitation). 

Parapsoriasis-Mixed Varioliform and Plaque Type? Presented by DR. A. A. FISHER. 
Von Recklinghausen's Disease with Tongue Lesion. Presented by DR. IRWIN |. LUBOWE. 
Lichen Sclerosus et Atrophicans. Presented by DR. A. J. ORFUSS. 

Sarcoid. Presented by DR. MAX WOLF. 


CHICAGO DERMATOLOGICAL SOCIETY 
Irene Neuhauser, M.D., President 
Samuel M. Bluefarb, M.D., Secretary 
Nov. 16, 1955 


Migratory Erythema: Erythema Annulare Centrifugum? Presented by Dr. ApoLpH RosTEN- 
BERG, JR. and (by invitation) Dr. Betsy B. BRENNAN. 

A 50-year-old white married man, a dairy worker, since January, 1955, has had progressive 
dusky erythema and scaling of the right foot, followed in a few months by progressive pain 
and weakness of the right foot and leg. 

For four months there has been a continuous eruption on the right leg and thigh of large, 
ring-like lesions. The border of the lesions consists of fine erythematous papules leaving a 
clear center which shows slight scaling and pigmentation. Some lesions have coalesced, produc- 
ing an arciform border. The rings, according to him, change in position and size. 

The right foot shows uninterrupted dusky erythema from the ankle downward, over which 
there is a dry scale. The nails are thickened, ridged, and opaque. Scrapings from the nails and 
skin contained no fungus. 

This patient was hospitalized one year ago because of progressive pain in the left foot and 
gangrene of the left great toe. His symptoms were then of two years’ duration. Lumbar 
sympathetic block had produced no relief. The femoral pulses were present bilaterally, but no 
pulses were palpable below the femorals on either side. 

A left supracondylar amputation was performed, and the patient had an uneventful recovery. 

Past history reveals a congenital absence of the right forearm and hand. There is also a 
12-year history of repeated nephrolithiasis. 

Laboratory findings: Nonprotein nitrogen 40 to 63 mg. (normal 25-35), cholesterol 212 mg. 
(normal 150-230), cholesterol esters 128 mg. (normal 100-160), calcium 9.3 to 11 mg. (normal 
9-11), inorganic phorphorus 1.8 mg. (normal 2.1-2.9), uric acid 6.4 mg. (normal 2-6) per 100 cc. 

Chest x-ray revealed moderate emphysema and marked osteoarthritis of the dorsal spine. 
X-ray of the kidneys revealed bilateral renal calculi. 


Granuloma Annulare. Presented by Dr. C. W. Frnnerup and Dr. F. J. SzyMANSKI. 

A man aged 35 years was first seen Oct. 26, 1955, because of an eruption chiefly of the 
dorsa of the hands and fingers of three and one-half years’ duration. He also presented a few 
lesions of the elbows, scalp, ears, and sides of the cheeks. He had previously been treated with 
cortisone and chloroquine without any improvement. In his work with a paint-manufacturing 
company he handles “diatomaceous earth,” a compound containing silica. 
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The lesions consist of discrete, coin-sized and larger, irregular, dull-red, annular plaques 
with smooth, raised, and rolled borders. 

X-rays of the chest and fingers showed no evidence of involvement. Blood chemistry revealed 
the protein, albumin, globulin, and A/G ratio to be normal, as were the red blood count, white 
blood count, hemoglobin, and differential blood count. 

Histologic sections, presented elsewhere under the microscope, were considered typically 
those of granuloma annulare. Examination of the histologic sections with polarized light did 
not reveal any crystalline particles. 


Erythema Figuratum Perstans (Wende) or Erythema Annulare Centrifugum (Darier) 
Associated with Squamous-Cell Epithelioma Arising from Epidermal Cyst. Presented 
by Dr. M. P. Lazar. 

A man aged 78 was first seen on Aug. 11, 1955, complaining of an intensely pruritic eruption 
of two months’ duration over the chest and back. The eruption consisted of a centrifugally 
progressive, annular, erythematous eruption resulting in arcuate and polycyclic figures. The 
borders of the lesions were firm, erythematous, and without scale, while the centers were normal 
in appearance. 

In addition the patient had a large tumor over the dorsal spine with small nodules present 
in the adjacent skin area. This was asymptomatic, and according to the patient had been present 
for years. The larger lesion was incised once following injury to the area years ago. 

The patient had had no other skin trouble. His general health was good except for chronic 
arteriosclerotic cardiac disease and defective hearing. He takes cardiac medication, digitalis 
and mercurials, an occasional Anacin, and has no known reactions to medication. He has had 
no previous x-ray therapy. 

The lesions tended to clear centrally, resulting in larger festooned and arcuate figures. New 
lesions appeared, while some of the older ones disappeared. There was no history of bites, or 
of dermatophytosis or other fungus disease that could be elicited or found on examination. No 
scales for mycologic examination could be recovered. 

Oral-antihistaminics, topical hydrocortisone, fluorohydrocortisone, and antipruritic remedies 
(Eurax lotion, benzocaine, menthol, and phenol) did not control the pruritus. Routine labora- 
tory examinations were within normal limits. Oral steroids were not administered because of 
his cardiac status. 

On Sept. 1, 1955, biopsies were done on a back nodule and from a chest ring. The reports 
are as follows: 1. Squamous-cell epithelioma, back. 2. Nonspecific dermatitis, chest. 


Discussion on Three Preceding Cases 


Dr. Orro StecMateER, Davenport, Ia.: I should like to mention a new treatment for granu- 
loma annulare; that is, spraying the individual lesions with Frigiderm (Freon 114). It is quite 
effective in children who have many multiple lesions. 

Dr. ApoLpH ROSTENBERG JR.: There seems to be a desire among dermatologists to achieve a 
vicarious immortality by bequeathing to the medical profession new diagnostic labels which, if 
they survive, usually carry the eponym of the proud parent. This is illustrated in no place better 
than in the migratory erythemas. In looking over the literature one will find that a vast number 
of names have been applied to the conditions in this group. Here are some of them: erythema 
gyratum perstans (Colcott Fox, 1891), erythema figuratum perstans (Wende, 1908), erythema 
chronicum migrans (Lipschutz, 1913), erythema annulare centrifugum (Darier, 1916), erythema 
microgyratum perstans (Strempel, 1922), erythema simplex gyratum (Jadassohn, 1938), ery- 
thema gyratum migrans (Gammel, 1950), and erythema gyratum repens (Gammel, 1952). 

The problem is how many truly different conditions are we dealing with in this group. I do 
not think that anyone would take all of these labels seriously and believe that each of them 
represents a single entity. Darier, who wrote rather extensively on this subject, believed that 
erythema annulare centrifugum (EAC) differed from erythema gyratum perstans (EGP) and 
from erythema figuratum perstans. He believed that those two were essentially the same condi- 
tion, which is probably correct, but that EAC was different. He set up various criteria for the 
definition of the two conditions, but over the years many of these criteria have been abandoned. 
Darier stressed the presence of vesicles in EGP, in contradistinction to EAC, but many observers 
have pointed out that actually vesicles occur only infrequently in EGP. Darier believed that 
EGP was a forme fruste of Duhring’s disease. However, since his day many French dermatol- 
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ogists have suggested that EAC is also a forme fruste of Duhring’s disease, so essentially there 
is no difference between the two conditions. Much of this discussion has been taken from the 
article by Klaber (Brit. J. Dermat. 58:111, 1946), who gives a very good review. The only 
meaningful difference to me between EGP and EAC is that EGP seems to start much earlier 
in life and to be a more chronic, persistent condition than EAC. As is well known, in recent 
years EAC has been described by various authors as an id type of eruption. The bizarre-figured 
erythemas reported by Gammel would appear to be a toxic eruption or an id developing in asso- 
ciation with some internal focus, such as a malignancy. 

The only other one of the group that might possibly be of some special interest is erythema 
chronicum migrans, which in the Scandinavian literature has been reported to occur after tick 
bites and occasionally to be associated with a meningeal reaction. In this country we have 
plenty of ticks, but so far as I know nobody has as yet reported a migratory erythema of this 
nature occurring after a bite. 

The case presented by Dr. Lazar I think morphologically fits well into the diagnosis of ery- 
thema annulare centrifugum; and, in view of the fact that there was a neoplasm, it is not 
unreasonable to believe that it could have developed as an id type of reaction to the altered cells. 

Dr. STEPHEN RoTHMAN: Thomas Lewis has postulated that gyrate erythemas originate 
from liberated histamine. I had good therapeutic results with antihistaminics in two cases. To 
my knowledge, causative agents never have been discovered in cases of erythema annulare 
centrifugum except the tick bite cases of Hellerstrom. The suggestion of Dr. Rosenberg that 
in the case of granuloma annulare the “toxic agent” may arise from a malignant tumor is most 
remarkable. 

Dr. CLarK W. FINNERUD: My associates and I have never seen a case of granuloma 
annulare with lesions so large as these. The lesions in this case from the standpoint of their 
location and size are clinically very much like those of a case of erythema elevatum diutinum 
reported by Dr. Weidman years ago. Microscopically, however, the infiltration of polymorphonu- 
clear leucocytes and other features described by him were lacking. The microscopic picture is 
classically that of granuloma annulare with exceptionally marked coagulation necrosis in the 
reticular corium. Often we have found it necessary to run serial sections in order to demonstrate 
this necrosis. 

Weidman decided from his study of his sections that the yellowish color of the lesions was 
probably due to hematin or hemoglobin rather than to hematoidin or hemosiderin. I was in- 
terested in Dr. Stegmaier’s remarks on the use of Freon as a refrigerant in the treatment of 
this disorder. 


Melanosis of Undetermined Origin. Presented by Dr. StePHEN RoTHMAN and (by invitation) 
Dr. Epwarp H. Fercuson. 

A 25-year-old white single woman secretary developed areas of hyperpigmentation over both 
zygomatic prominences two years ago and this has persisted to date. In August, 1955, she noted 
that after a sun exposure without the use of the sun-protective cream she had been given, the 
brown area on the left side spread in an arc over the left eyebrow. She has been using 10% 
and 15% ammoniated mercury ointments locally for bleaching. In the past she has taken large 
doses of vitamin A for acne vulgaris, but she has not taken this for one and one-half years. 

Physical examination was negative except for the skin. Over both cheeks, principally in the 
region of the zygomatic processes, were areas of light brown to grayish pigmentation in arciform 
shape. The pigmentation was uneven with irregular lighter spots within. The pigmentation on 
the left now extends laterally to and above the left eye. 

Laboratory findings: On June 27, 1955, the Kahn test was negative. White blood count was 
8800; the hemoglobin 12.9 gm.; the urine was negative. A chest microfilm taken on the same 
date was reported as negative. 

History did not reveal the use of cosmetics which might have been responsible. 

Biopsy section from the right cheek: The epidermis is quite normal except for heavy melanin 
deposits in the basal areas. There is minimal lymphocytic, perivascular infiltration in the mid- 
corium. Large deposits of melanin are found in the upper corium. 


Case for Diagnosis: Erythrose Peribuccale Pigmentaire de Brocq? Chronic Discoid Lupus 
Erythematosus? Presented by Dr. Orro C. STEGMAIER. 

Systematized Linear Nevus? Presented by Dr. RicHarp B. StrouGHTON and (by invitation) 
Dr. Epwarp H. Fercuson. 
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Discussion on Three Preceding Cases 


Dr. S. W. Becker, Jr.: I believe the young woman with pigmentation of the zygomatic 
areas and more recent pigmentation over the left eye has chloasma, whatever that is. Chloasma 
is macular hyperpigmentation occurring in patches on the face; this has been related to various 
internal disorders, but the true etiology remains a mystery. 

The microscopic sections reveal that this patient is actively forming pigment. Melanin 
granules are present in the stratum corneum, and some of the dendrites are outlined by melanin. 
There are a few chromatophores in the dermis, but these are still close to the epidermal-dermal 
junction. 

If this patient stays out of the sunlight and uses Benoquin, most of her pigmentation will 
fade. The melanin in the dermis should disappear in one or two years if new pigment formation 
is stopped. 

I do not believe the young lady has erythrose peribuccale pigmentaire de Brocq, but rather 
lupus erythematosus. She gives a history of light sensitivity with burning and itching of the 
face and swelling of the lips when she is exposed to sunlight. She reports a severer reaction 
on the upper lip in 1949. 

She has a grayish-brown discoloration of the upper lip which does not meet in the center. 
This resembles a painted moustache. This patient probably applied, consciously or uncon- 
sciously, a photosensitizing agent (lime or lemon juice, perfume, depilatory, cosmetic) to the 
upper lip in 1949. The resulting reaction has left a deposit of pigment in the dermis—the depth 
accounts for the grayish cast of the lesion. No therapy will remove this pigment. Protection 
from the sunlight will prevent new pigment formation, and the dermal pigment will slowly fade. 

In the third case, I agree that this patient has an epidermal nevus. 

Dr. CLARK W. FINNERUD: We see what we consider chloasma fairly commonly. In the 
majority of cases endocrine studies have proved negative. In those cases we have had good 
results from the use of Benoquin ointment in those who can tolerate it. More than a quarter 
of them sooner or later develop a sensitivity to it. In those who cannot tolerate it, we have 
obtained best results from the use of a colorless lotion of mercury bichloride and hydrogen 
peroxide applied several times during the day, and an ammoniated mercury ointment at night. 
We also suggest the use of a sun screen before exposure to sun rays. 

Dr. STEPHEN ROTHMAN: I should like to avoid using the term “chloasma” in this case. 
Chloasma can be defined as hyperpigmented patches on the face of hormonal origin. It occurs 
in pregnancy and in severe dysmenorrhea. The girl is absolutely healthy; her menstrual 
periods have always been normal. Her trouble started after an excessive exposure to sun- 
shine. Ammoniated mercury in high concentrations is a good bleaching agent. I am rather 
afraid to use Benoquin because of its eczematogenic effects and because of the spottiness of 
of depigmentation. I should like to ask Dr. Becker whether he is satisfied with the cosmetic 
results as obtained with Benoquin. 

Dr. S. W. Becker Jr.: I agree with Dr. Rothman that Benoquin must be handled 
cautiously. You must take the complexion of the patient into consideration; there is danger 
of too much bleaching in a Negro. If the pigmentation is recent and is darkening or the 
color fluctuates, you can promise the patient that Benoquin will lighten the color. Pigment 
appears in the dermis about 10 days after the start of pigment formation and, of course, 
Benoquin will not affect this melanin. If a patient has had a long-standing pigmentation in 
which the color does not change, Benoquin may have very little or no effect. 


Sarcoidosis. Presented by Dr. STEPHEN ROTHMAN and (by invitation) Dr. Epwarp H. 
FERGUSON. 


Case for Diagnosis: Sarcoidosis? Lupus Vulgaris? Presented by Dr. ApoLtpH ROSTENBERG 
Jr. and (by invitation) Dr. Hotpen C. McCraney. 


Tuberculous Granuloma of the Palate. Presented by Dr. James R. Wesster, Dr. STANLEY 
Hurr, and (by invitation) Dr. Martin L. Gecut. 


Sarcoidosis. Presented by Dr. JAMes R. WessteR, Dr. STANLEY Hurr, and (by invitation) 
Dr. Cartos Det Busto. 


Discussion on Four Preceding Cases 


Dr. F. J. SzyMANsKI: The criteria for the microscopic diagnosis of sarcoid has changed 
markedly in the past 10 years. Heretofore, the “naked tubercule,” consisting of groups of 
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epithelioid cells, was considered the essential histologic alteration. With further study, giant 
cells, lymphocytes, and even mild necrosis have been noted in typical cases of sacroidosis. 
So often our students have asked, “How can you differentiate sarcoid from other types of 
cutaneous tuberculosis?” It has occurred to me that there is only one feature that dis- 
tinguishes these two entities microscopically, and that is the sharp circumscription of the 
tubercule in sarcoidosis. In tuberculosis, one tubercle melts into another, and it is difficult to 
determine where one tubercle begins and the other ends. This sharp outline is produced by 
argyrophilic fibers which circumvent the individual tubercles. Dr. Rothman’s case and Dr. 
Webster’s case demonstrated isolated tubercles very beautifully. The case which Dr. Rostenberg 
presented showed a tuberculous granuloma with mild caseation necrosis and Langhans’ giant 
cells in the upper corium. There was no sharp circumscription of the individual tubercles, and, 
therefore, we felt that Dr. Rostenberg’s case could be diagnosed as lupus vulgaris. 


Painful, Recurrent Onychomadesis of Thumb with Psoriasis. Presented by Dr. THEODORE 

CORNBLEET. 

Three women with psoriasis, of whom these two are being presented, have had multiple 
episodes of acute separation of thumb nails from their beds accompanied by excruciating 
pain. The pain lasts about two to three weeks. More often the nail is shed, but sometimes 
it remains attached. A new nail or the old one grows out and appears to be normal except 
for some discoloration after several recurrences. During the process of separation the nail 
bed gives off an offensive odor of decomposing epidermis. One of these women has had 
eight such nail separations in three years, the other two in six months. 


Discussion 


Dr. CLARK W. FINNERUD: In some cases of psoriasis of the nails, I have seen surround- 
ing paronychial inflammatory reaction develop either from yeast or bacteria. These respond 
to roentgen therapy and one of the antibiotic ointments, if bacteria are causative. We 
have had good results from the use of mycostatin ointment when Candida (Monilia) have 
been demonstrable. 

Dr. THEODORE CorNBLEET: Direct examination and cultures do not turn up yeasts. The 
clinical changes are acute, marked, and sudden. Healing takes place quickly and spon- 
taneously with refixation of the old nail as it grows out or by appearance of a new one. 
There is no relief with x-rays or antibiotics. Morphine or Demerol help control the severe 
paroxysms of pain. 

Dr. STEPHEN RotHMAN: Is it somewhere described ? 

Dr. THEODORE CoRNBLEET: I have never seen anything like it described in textbooks. 
There is no apparent present activity in the nail beds of my third patient. However, she 
has had cyclical acute episodes there, so we may expect them again in the future. I am sure 
others must have seen such nail changes also. A nondistinguishable mixed flora is shown 
on culture. We thought of the possibility of pustular psoriasis and even of abortive forms 
of. acrodermatitis continué as diagnoses, but these are chronic, slowly moving ailments. 


Discussion 


Dr. F. J. SzyMANsk1: The problem of acantholysis in bullous eruptions has been dis- 
cussed so frequently that I hesitate to mention our views again. According to Rook, Lever, 
and Winer, the histologic sections in this case could not be interpreted as pemphigus because 
of the absence of acantholytic cells and because of the location of the bulla at the epider- 
modermal junction. Some French dermatologists classify these cases as bullous pemphigoid, 
even though such patients die as a result of their extensive bullous eruption. It is our feeling 
that the diagnosis of pemphigus can be made after a critical evaluation of the entire problem, 
inclusive of the history, the appearance of the lesions, the systemic manifestations, the 
histopathologic changes, and the results of other laboratory tests. The clinician is still the 
one to decide upon the proper diagnosis, not the pathologist. 

Dr. RicHArD B. StoucHTon: Both biopsies showed a dermal-epidermal separation with- 
out acantholysis. Our experience wtih ACTH gel in pemphigus vulgaris has been extremely 
encouraging. We have followed over 10 cases now for three to six years on continuous 
ACTH gel therapy in dosages varying from 20-120 units per day. None of these patients 
have died from pemphigus vulgaris or complications of therapy, and all of them are well, 


217 








A. M. A. ARCHIVES OF DERMATOLOGY 


free of blisters, and leading useful, active lives. They all still have the disease, as dropping the 
dose beyond a certain minimum results in a recurrence of the blisters. I am surprised at the 
minimum of complications which are found with such large doses over long periods of time. 
Certainly patients with pemphigus tolerate ACTH better than do patients with neuroder- 
matitis, rheumatoid arthritis, or ulcerative colitis. Maybe we have been “lucky,” but so far 
the results with ACTH have been excellent in all cases. 

Favus. Presented by Dr. IRENE NEUHAUSER and (by invitation) Dr. LEONARD BECKER. 

An American-born white woman, aged 37, has had trouble in her scalp since she was 3 
years of age. She was one of three children, but the only one who ever developed any in- 
volvement of the scalp. 

Examination shows large areas of alopecia and atrophy scattered over the scalp. Wood's 
light examination showed fluorescent hairs at the periphery of all areas of alopecia. 

The patient is presented with three children. 

One child, aged_ 10, has thick scales and crusted patches scattered over the entire scalp. 
There is slight alopecia in some of the patches. There is also sub-occipital adenopathy 
present. The nail of the left ring finger is discolored, loosened distally and shows a thick 
layer of subungual debris. Another child, aged 8, has two pea-sized, scaling patches over 
the vertex and parietal. regions. 

Examination under Wood’s light showed fluorescent hairs in each patient, and micro- 
scopic examination showed mycelial elements and numerous air bubbles within the hairs. 


Discussion 


Dr. IRENE NEUHAUSER: Several persons have questioned me concerning the origin of 
favus in this country. I do not recall having seen one case of favus here in the Middle 
West which was of foreign origin. Some years ago, at the University of Illinois, we had a 
family from southern Illinois in which favus could be traced for three generations. I think 
there are endemic areas in southern Illinois and in Kentucky. This family has been treated 
with all kinds of local therapy, but I think only epilation will clear up the infection. In the 
family previously mentioned, 12 persons were treated by epilation, and all were cured. I hope 
we shall be equally successful with these patients. 


Peutz-Jehgers Syndrome? Presented by Dr. SAMUEL M. BLueFars and Dr. SILAs WALLK, 
and (by invitation) Dr. Cartos Det Busto. 

The patient is a 45-year-old white woman who entered Cook County Hospital on Nov. 3, 
1955, with complaints of abdominal pain in the left lower quadrant and weight loss of two to 
three months’ duration. 

The past history is noncontributory except for rather heavy ingestion of ethanol for the 
past 15 years. There is no history of bloody stools. 

There are a few dark macular lesions on the lower lip. There is a fullness of the 
abdomen. 

The urinalysis is within normal limits, and the stool benzidine test is negative. Hemoglobin 
57%; white blood count 4000, with 66 polymorphonuclears, 4 band cells, 25 lymphocytes, 5 
monocytes. Total protein 7.2 mg.; cholesterol 262 mg.; calcium 11 mg. per 100 cc. Non- 
protein nitrogen 32 mg.; uric acid 4.7 mg.; gamma globulin 1.63. 

X-rays of the bowel were taken but are not available for interpretation or presentation. 


Discussion 


Dr. SAMuEL M. BLueFarB: The Peutz-Jeghers syndrome consists of areas of pigmenta- 
tion involving the facial and digital skin as well as the buccal and other mucosal regions 
associated with polyps of the small intestine. 

This clinical condition was first described by Peutz (Nederl. maandschr. geneesk. 10:134, 
1921), and more recently by Jeghers and his co-workers, who collected a series of cases 
New England J. Med. 241:993, 1949). 

The majority of patients are of dark complexion and the pigmentation is melanin, which 
is deposited as solid dots or stippled aggregations. Many of these patients have anemia. 
Unexplained anemia in the presence of the customary pigmented spots with gastrointestinal 
disturbances is most suggestive. 
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Discoid Lupus Erythematosus Scars Treated by Plastic Surgery. Presented by Dr. THEO- 
DORE CoRNBLEET, Dr. SipNeY Barsky, and (by invitation) Dr. LEonarp Holt. 

A 34-year-old Negro woman has had discoid lupus for some 12 years. She was treated 
by us with bismuth, Atabrine, and chloroquine. The lesions healed well, leaving depigmented, 
circular scars of the nose, cheek, and scalp. 

Because of the cosmetic unacceptability of these scars, we decided to treat her by excising 
the scar on the cheek and grafting the nose area. The surgery was performed 11 months 
ago, and the donor site for the nose was the area of the hypochondrium. 

The skin of this area is about the same shade as the skin of the face, or perhaps somewhat 
lighter. The graft took well but has hyperpigmented in the months following the surgery. 
The graft may have lightened a bit in the last two months. 


Discussion 


Dr. CLarK W. FINNERUD: Within the last month or two I saw a man whom I had not 
seen for five years and whom I treated previously for chronic discoid lupus erythematosus. 
He had three or four coin-sized, very much thickened lesions of the face, which we treated 
with everything we knew about, and without appreciable improvement. We did not know 
about Aralen, Atabrine, steroid hormones, and certain other agents then. He became dis- 
couraged and had a plastic surgeon remove the lesions and perform skin grafts at the sites. 
He came to my office to show me that the lesions were gone. It appeared to be a good result 
and with no sign of recurrence of the lesions. That was three or four years ago. He was not 
seen again in my office until a couple of months ago, at which time we found lupus erythe- 
matosus activity in one of the plastic scars with extension past the border where there had 
been no plastic surgery. 

Dr. S. W. Becker Jr.: Nedawar has shown that elevation of the skin (split-thickness 
skin grafting) stimulates pigment formation. Since this patient is a Negro, you would expect 
the darkening she exhibits. 

I have never seen a split-thickness skin graft which became lighter than the donor site; 
If there is a slough of the graft, the patient may have postinflammatory depigmentation. 

Dr. STEPHEN ROTHMAN: This result of plastic surgery is cosmetically unsatisfactory 
because of the pigmentary changes. I am sure conservative treatment would have given a 
cosmetically better result. Although plastic surgery has had admirable results after serious 
destructive processes in the face, we dermatologists should warn against skin grafting where 
it is not indicated. Frequently unsuccessful attempts are made with grafting procedures in 
stasis ulcers, which can easily be healed by zinc gelatine dressings, or in radiation ulcers, in 
which grafts will not take because of poor vascularization. 

Dr. THEODORE CORNBLEET: From the surgeon’s view this is an excellent result. Negroes 
seem to prefer hyperpigmentation to depigmentation. Anyway the patient is pleased with 
the change. We cannot argue with another’s tastes. We feared the basic process would 
extend beyond the implanted skin, but with antimalarials the lupus erythematosus is 
arrested. 

Dermatitis Repens Resistant to Therapy. Presented by Dr. Davin OmMENs and (by invita- 
tion) Dr. Harotp OMENS and Dr. Cartos Der Busto. 


Discussion 


Dr. Harotp SHELLOws It is about three years since Dr. Rothman used the tobacco juice 
soaks in his cases. I believe he mentioned that some work would be done at the University 
of Chicago, possibly to isolate some new antibiotic. I should like to hear what has come of 
this project. 

Dr. STEPHEN ROTHMAN: We tried to isolate the active agent in tobacco juice by pre- 
paring aqueous and ether extracts, but since we did not have suitable patients in sufficient 
numbers, this work had to be discontinued. We did not suspect any antibiotic agent, because 
it is doubtful whether micro-organisms are primarily responsible for acrodermatitis continua 
and pustular psoriasis. In dermatitis repens, too, the flora is variable, and, if one organism 
is eliminated by some antibiotic, new organisms will show up and the process will go on. 
We obtained much better results with balsam of Peru than with modern antibiotics (Bloom, 
R. E., and Lorincz, A. L.: A. M. AArcu. Dermat. & SypH. 70:819-822, 1954). 
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Chronic Mixed Porphyria. Presented by DR. SAMUEL M. BLUEFARB and (by invitation) DR. H. J. JOHNSTON. 

Light Sensitive Eruption. Presented by DR. THEODORE CORNBLEET and DR. S. BARSKY, and (by invitation) 
DR. LEONARD HOIT. 

Pityriasis Lichenoides Chronica. Presented by DR. ARTHUR L. SHAPIRO. 

Pityriasis Lichenoides. Presented by DR. LOUISE E. TAVS. 

Lymphoblastoma, Lymphosarcomatous Type: Nonspecific or Toxic Infiltration of Skin. Presented by DR. MILTON 
ROBIN. 

Case for Diagnosis: Mycosis Fungoides? Presented by DR. STEPHEN ROTHMAN and (by invitation) DR. 
JOSEPH O. PRIESTLY. 

Kaposi's Multiple Idiopathic Hemorrhagic Sarcoma Beginning on the Trunk. Presented by DR. PAUL R. GRIFFITH. 

Reticulum Cell Sarcoma—Excellent Cortico Steroids and Radiation, Response to. Presented by DR. SAMUEL M. 
BLUEFARB and DR. SILAS WALLK and (by invitation) DR. LEONARD HOIT 

Case for Diagnosis: Darier's Disease? Lichen Pilaris? Presented by DR. RICHARD B. STOUGHTON. 

Case for Diagnosis: Bullous Eruptio. Presented by Dr. Lydia C. Marshak and Dr. Richard B. Stroughton. 

Hereditary Hemorrhagic Telangiectasia with a Pulmonary Arteriovenous Fistula (Osler-Rendu-Weber Syndrome). 
Presented by DR. SAMUEL M. BLUEFARB, DR. SILAS WALLK, and (by invitation) DR. MARTIN L. GECHT. 


CLEVELAND DERMATOLOGICAL SOCIETY 
John R. Haserick, M.D., President 
Allen E. Walker, M.D., Secretary 

Melvin Brody, M.D., Reporter 
Sept. 22, 1955 


Pyoderma Gangrenosum Secondary to Insect Bite. Presented by Dr. Epwarp S. KozikowskI 
(courtesy of Dr. V. Ippolito). 

The patient is a 54-year-old white man, who was well until August, 1954, at which time, 
while switching box-cars loaded with steer hides, he was bitten (?) on the left popliteal area 
by something he crushed “like a peanut” through his trousers. This area became erythematous 
and painful and was incised after two weeks, but no pus was found. The area became erythema- 
tour and painful and was incised after two weeks, but no pus was found. The area continued 
to enlarge, became blue-black, and then ulcerated. This lesion failed to heal, and soon similar 
lesions developed on the legs, arms, chest, and neck, all having well-defined blue-red, serpiginous, 
undermined borders and necrotic subcutaneous tissue exposing blood vessels, nerves, tendons, and 
underlying muscle sheaths. 

The past history and family history are noncontributory. 

Laboratory findings: Urine, blood, and stool studies were essentially normal. Cultures: 
Escherichia and Pseudomonas—no fungi found on direct examination, cultures, or McManus 
stains. 

X-ray: Gastrointestinal series and colon studies negative. Chest initially negative, recently a 
solitary lesion noted. 

Histology : Nonspecific inflammation and ulceration. 

Treatment has consisted of excisions, various grafts, occlusive dressings, all available anti- 
biotics, gamma globulin, Varidase, Parenzyme, anti-ulceration-colitis treatment, transfusions, and 
nitrogen mustard. 

The patient has shown most improvement while on gamma globulin, blood transfusions, 
corticotropin, and Meticorten, with healing of few lesions. The latter two were discontinued 
when the patient had a severe hematemesis, presumably from a duodenal ulcer. 


Discussion 

Dr. H. H. JoHnson: Some features suggest the streptococcic undermining ulcers that 
Melaney has described. I think that with this undermining border it would be well to get an 
anaerobic culture from this border if it has not been done. 

Dr. E. S. Kozrxowsx1: Anaerobic cultures have been done, as well as aerobic studies, and 
all we ean grow is Escherichia and Pseudomonas. 

Dr. I. L. Scuonserc: I have seen cases of this type that responded to potassium iodide 
and bismuth. This is in spite of the negative serologic test and a microscopic diagnosis, not that 
of gumma. 

Dr. H. Hecut: My first impression was gumma. I have seen such cases and I agree with 
Dr. Schonberg regarding a trial of potassium iodide in high doses. 

Dr. J. R. Hasericx: Potassium iodide by itself affects many other things besides syphilis 
and it might be a help. 
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Dr. J. R. Driver: These extensive ulcers remind me a lot of the type of ulceration that 
Brunsting reported at the Mayo Clinic as being associated with ulcerative colitis. I know the 
examination of the bone marrow was negative. We have had two or three of these patients who 
responded very well to sulfaguanadine in large doses, and I would suggest that that be given a 
trial. 

Dr. E. S. Koztkowsx1: He has had that. He had a proctoscopic examination and that was 
negative. He had repeated barium enemas, contrast studies, gastrointestinal series, all of which 
were negative. He was placed on anti-ulcerative-colitis treatment, including sulfaguanidine, and 
there was no change in the lesions. 

Prurigo Nodularis. Presented by Dr. Georce M. Stroup. 

A 50-year-old woman has an itching, nodular eruption of the neck and arms. She is on no 
internal medication. 

On the left side of the neck are two reddish, scaly nodules. On the extensor surfaces of the 
arms are rounded, light-brown nodules, some of which have tufts of hairs in them. 

Hemogram and urinalysis were normal. 

Histological examination showed moderate hyperkeratosis and in places finger-like acanthosis. 
The corium was richly vascularized with a lymphocytic infiltrate in the vicinity. A mast cell 
was present. 


Discussion 

Dr. J. J. Stewart: I was interested in the fact that many of the older lesions seemed to be 
growing a little more hair, which means that the patient does scratch these papules. Of course, 
some of us feel that prurigo nodularis actually is a neurodermatitis. Because of the unusual 
amount of hair and increasing pigmentation in some of the older lesions, I think that mechanical 
stimulation can take part in this. 

Dr. I. L. ScHonserc: In the last issue of the Arcnives there is a case report that brings 
this one to mind, and the diagnosis as listed was hyperkeratotic neurodermatitis. This would fit 
more into that picture than prurigo. The pathological section was very suggestive, certainly, of 
neurodermatitis, and in the article quoted treatment consists of destruction by electrodesiccation 
of these lesions. 

Dr. G. M. Stroup: There is evidence in this case to support the concept of Shaffer and 
Bierman that prurigo nodularis is a varient of lichen simplex chronicus and that it is often 
related to an emotional disturbance. They listed 14 points in the latter connection. The patient 
shown today gave evidence of having at least seven of the psychosomatic characteristics. There 
is a certain eczematous appearance to some of the early lesions. I checked review articles and a 
number of case reports and found no record of coexistent hirsutism. Of course, as Dr. Stewart 
pointed out, it is not unusual to find hirsutism as a result of chronic excoriation of the skin. I 
did cauterize one lesion on the back of the neck, and not only did the lesion disappear, but the 
hairs did not return. I am going to try solid carbon dioxide on some of the lesions, as Dr. Driver 
suggested. 

Xeroderma Pigmentosum. Presented by Dr. A. F. Prrarno and Dr. W. P. LascHem, from 
the Department of Dermatology, University Hospitals, Service of Dr. J. R. Driver. 

A 7-year-old white boy developed a scaly pigmentation over the exposed areas of his body 
at the age of 2 years. This was associated with blepharitis and conjunctivitis. The condition 
cleared with ACTH and protection from sunlight, until January, 1954, when he suffered a re- 
currence. His skin became more scaly and freckled, and in April, 1955, he developed two areas 
of squamous-cell carcinoma of the ears. In August, 1955, he had a basal-cell carcinoma of the 
lower right eyelid. 

At present his exposed skin shows areas of warty growths, telangiectases, and atrophy. 
There is marked conjunctivitis and excessive lacrimation. 

Urinalysis was normal. No porphyrin was present. The hemogram was normal. L. E. 
preparation was negative. 


Discussion 
Dr. G. A. DeOreo: The management of this disease offers a real challenge, for local 
measures are impractical against actinic ray screening. Have any of the members had ex- 
perience with agents (other than local preparations). which would protect this boy’s skin from 
the effects of light? 
Dr. J. J. Stewart: Would it be worth while to give him Atabrine? 
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Dr. J. R. Driver: I do not think the case has progressed as rapidly as some of these cases 
do. Some of them become almost unmanageable at this age, so I do not think the tendency is 
quite as great for him to develop malignancies. I have in mind giving him chloroquine or Ata- 
brine and also trying dermabrasion on an area or two to see what that would do. It just might 
work out very well in this case. 

Dr. F. M. McDonatp: Purely for academic reasons, I think it would be interesting to treat 
a small area with hydroquinone. 

Dr. G. W. Binxtey: This case was presented with the finding of a negative L. E. cell 
preparation. The L. E. cell preparation was done for the following reasons. Dr. Vignos, of the 
Department of Medicine, found a positive L. E. test on a patient with xeroderma pigmentosum. 
The test was positive at a time when she had symptoms of rheumatoid arthritis. Dr. Vignos 
asked me if I thought there was any correlation between xeroderma pigmentosum with its 
photosensitivity and disseminated or discoid lupus erythematosus with its photosensitivity. He 
suggested that a series of xeroderma pigmentosum cases be examined for L. E. cells. We plan 
to perform L. E. cell preparations on other cases of xeroderma pigmentosum, though clinically 
xeroderma pigmentosum and the collagen disease of lupus erythematosus are quite distinct. 

Dr. G. M. Stroup: I should like to cite the successful use of dermabrasion by Dr. Kindel in 
Cincinnati in this sort of case. Dr. Kurtin thought that skin which has been dermabraded is 
often more durable than that which has been aged by the elements. 


SYMPOSIUM ON ACNE 


Acne Conglobata, Recalcitrant, Treated with Dermabrasion. Presented by Dr. Epwarp S. KoziKowsk1. 

Acne, with Keloids, Treated on Face by Initial Surgical Planing. Presented by Dr. G. M. Stroup. 

Acne Vulgaris (Two Cases). Presented by Dr. A. F. Piraino and Dr. W. P. Lascuiep, from the Depart- 
ment of Dermatology, University Hospitals, Service of Dr. J. R. Driver. 

Acne Vulgaris. Presented by Dr. G. W. BInKLEy. 

Acne Urticata Excoriee. Presented by Dr. A. F. Pirarno and Dr. W. P. Lascueip, from the Department 
of Dermatology, University Hospitals, Service of Dr. J. R. Driver. 

Case for Diagnosis: Xanthomatosis? Presented by Dr. A. F. Piraino and Dr. W. P. Lascueip, from the 
Department of Dermatology, University Hospitals, Service of Dr. J. R. Driver. 


‘ 


John R. Haserick, M.D., President 
Allen E. Walker, M.D., Secretary 
Melvin Brody, M.D., Reporter 
Oct. 27, 1955 


I. Atopic Eczema. Presented by Dr. A. F. Prratno and Dr. W. P. LAscHeEmp, from the De- 
partment of Dermatology, University Hospitals, Service of Dr. J. R. Driver. 

A 14-year-old Negro girl has had an eruption since the age of 4 months. The eruption 
began on the flexor aspects of the extremities and lasted for an unknown length of time. 
The skin was entirely clear for two and a half years. At the age of 5 years there was a 
severe exacerbation of the eruption and it was more widespread. Theré were severe exacer- 
bations and remissions until the age of 10, when, at the time of her father’s death, she had 
another severe exacerbation. There were no known foods as etiological factors, but she 
mentions that her skin flares up “at times of stress.” 

The mother has hay fever and asthma. The father had hay fever. There are three 
siblings, none of whom has allergic diseases. 

On the face, neck, supraclavicular, antecubital, and popliteal areas there is an eruption, 
consisting of lichenification, excoriations, some erythema, and some areas of secondary 
infection. 

III. Lichen Simplex Chionieus. Presented by Dr. A, F. Prrarno and Dr. W. P. Lascuen, 
from the Department of Dermatology, University Hospitals, Service of Dr. J. R. Driver. 

A 41-year-old Negro woman has had a lesion on her right lower leg for about nine years, 
with exacerbation and remission. This was a large lesion, with considerable pruritus. She 
has tried all sorts of.salves and ointments and x-ray therapy, but the lesion persists. 

On examination, the patient has a large pigmented, well circumscribed Paaue, consisting 
of thickening, lichenification, excoriation, and slight scaling. 
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EV. Lichen Simplex Chronicus on Leg. Presented by Dr. A. F. Pirarno and Dr. W. P. 
LAscHEmD, from the Department of Dermatology, University Hospitals, Service of Dr. 
J. R. Drtver. 
V. Atopic Eczema. Presented by Dr. A. F. Prraino and Dr. W. P. Lascuet, from the De- 
partment of Dermatology, University Hospitals, Service of Dr. J. R. Driver. 
A 19-year-old white youth has had an eruption which began at the age of 4 months. 
It was at first confined to the flexoral areas of the extremities and the back of the neck. 
This gradually spread and was marked by exacerbations and remissions. At the age of 13 
years he had a generalized exacerbation. He has also had hay fever and asthma, for 
which he has had allergic management. 
Both the mother and father have hay fever, and the entire family of six children 
suffers from one or more manifestations of atopy. 


IX. Facial Excoriations in a 56-Year-Old-Man. Presented by Dr. Grorce M. Stroup. 


Discussion 


Dr. Bryan Byrp, Associate Professor of Psychiatry at Western Reserve University 


’ (by invitation) (Abstract of remarks on Neurodermatitis) : 


I should like to speak on the psychiatric aspects of neurodermatitis, with particular 
regard to the emotion of anger. Many people use their skin as the principal organ of 
expression. Urticaria may, break out when trying to hide excitement. Eczema may be 
precipitated or.at least kept going by the stress of unrelieved emotional conflicts. 

In eczema the. most prominent hidden impulse is anger. These patients often appear 
sweet and gentle, and as a rule they will put up with a great deal. They seem unable to 
become openly angry. One would think that the chronic skin patient would at least be 
angry that he has this chronic skin disorder. 

Under the surface they usually have a good deal of rather bitter anger, an anger, how- 
ever, of which they are ashamed, afraid, and which they are. often completely unable tc 
express. 


I do not imply that all skin cases fall into the pattern just outlined, or even that all 
cases of eczema have psychiatric factors. My experience has been limited to a group of 
selected cases because psychiatric problems were suspected in those cases. However, the 
conclusions I reached. seemed so striking that I think they may have some general appli- 
cability. I should like to tell you briefly about a few of these patients, to illustrate what | 
have found. 

The first patient was a young, unmarried woman, who talked about nothing important 
for 50 minutes. She said that she was so glad to see me. She said that her dermatologist 
had done right in referring her to me. She had no problems; her mother was wonderful; 
her sister was wonderful; her boss was wonderful; even her dermatologist was wonderful. 
Then after sitting there and talking for 50 minutes, when I told her that the consultation 
was ended, then her attitude changed rather definitely. She refused to leave and continued 
to talk. Her talk took a different tone. She criticized her mother, her sister, and even her 
dermatologist. She referred to a man with whom she had been keeping company and said 
how angry she was with him, and she finally got quite angry with me and said she had 
wasted her time and walked out.. A week later she phoned her dermatologist to say that 
she no longer needed him.. She said that her skin began to clear up with an ointment she 
prescribed for herself. 


The second patient was a sweet, gentle old lady whom I saw in the hospital. She had 
nothing but good to say about everybody. Unfortunately, I was too busy and turned the 
case over. She was not at all happy to see the other doctor, and after his first visit she 
was so upset that she cried, vomited, and said that she would not see him again, and told 
the nurse that she was angry that I did not come back to see her. For several days she 
expressed anger toward everyone, and then improvement began in her skin and within a 
few weeks it had cleared rather remarkably. I want to make it clear that I tried to make 
these patients angry. The anger was there, and all I did was talk with them in a way that 
made it possible to bring out their anger. 


The third patient was a more pointed example of the way inhibited anger irritates the 
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skin and was an example I saw taking place. During an early morning consultation in the 
hospital, an elderly woman patient said that she had been awake all night. She said in a 
very kindly way that a poor old man in the next room yelled all night and it kept her 
awake. On hearing this, I asked very simply why she did not yell back and tell him to shut 
up. This upset the patient so much that she wept, became very agitated and obviously was 
struggling to control herself. She said how could she possibly become angry with a sick 
man 90 years old. While she was saying such righteous things a very striking reaction 
occurred in the skin in the cubital fossa of one arm, which began to redden, and she rubbed 
and scratched it viciously and within a minute or so had drawn blood. The connection be- 
tween the anger and the itching was most dramatic. The harder she tried to control it, 
the greater the irritation became, and of course the vicious digging with her nails really 
represented what she would have liked to have done to the old man. 

The fourth patient also showed a similar direct example of this kind of attempt to 
control her temper, which brought on an attack of itching. This patient started by saying 
that her itching had no relationship to anything. However, as we talked she said that 
several attacks of violent itching had occurred while she was talking on the phone to an 
elderly aunt. We tried to reconstruct one of these calls, and I found that the aunt was a 
rather insufferable old busybody and that she tended to phone this patient and give her 
views and tell a sad tale in a very irritating. way, and the patient did admit that perhaps 
these calls were irritating and that in a recent phone call she had felt herself getting angry 
but immediately put it down because the aunt was old, not very well, and because the aunt 
had loaned her family quite a bit of money and she felt obliged not to get angry with her. 

The last two examples demonstrate the exaggerated idea many people have that you 
should not get angry at somebody sick, old, important; somebody who has loaned money, 
etc, and this is not an uncommon idea. You will find this not uncommonly in eczema pa- 
tients. 

In conclusion, I want to make one more point. Many patients become very attached to 
their skin disorder. What takes place is that if it goes on for a long time it becomes in- 
corporated in the patient’s life. It helps him achieve some sort of equilibrium. He plans 
for it and everything he does takes it into consideration. This raises two froblems in 
treatment. First, consider that it is now a normal, fixed part of the patient’s life and it is 
doubly hard to get rid of. The second problem is that if the doctor in a heroic way is able 
to remove that chronic disease, then he may throw the patient out of equilibrium and into 
something that is even worse. !t is helpful to realize that the patient not only suffers from 
his disease but relies on it. Thus, psychologically one of the best things dermatologists do 
is fail to cure the patient. For certain patients a chronic stabilized skin disorder may. be 
the best equilibrium that they can achieve, and I am sure there are worse things than a 
chronic skin disorder. : 


Dr. G. M. Stroup: What do you do when a patient says. “Doctor, could this be due to 
nerves?” 

Dr. Bryan Byrp: It seems to me there is kind of a pattern you see in these patients. 
So often they will tell me how glad they are to see me, visit with the nurses, and with a 
smile ask me what is wrong with them. I ask them what problems they have, and they say, 
“None, but I am sure I must have some.” What I do in most cases is to try to cause them 
to tell how things are in their life. The words “anxiety, nerves, emotions” do not mean 
much. It is much more important to ask how things are going at work, at home, etc. I 


usually try to cause them to talk and in this way find out what is causing the trouble. 
Dr. J. R. HAsertcK: What about the reactions of steroidai therapy on the skin? What 


do you think is the action we get when we give these patients Meticorten, for example, and 
they go into a remission? ; 

Dr. BryAN Byrp: I would guess that when you give cortisone it makes the skin unable 
to react to whatever the stress is, psychological or whatever it might be. 

Dr. Joun A. Kenney Jr.: Am I right in assuming that the crux is giving the patient 
the opportunity to speak? 

Dr. Bryan Byrp: I would not say it is the cure, but the opportunity to bring out his 
anger makes it possible. 

Dr. H. H. Jounson Jr.: All of those patients were mine, and Dr. Byrd’s results have 
been the most dramatic of any I have ever seen in the shortest possible period of time. 
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Dr. A. E. WaLKer: What are your criteria for sending them to a psychiatrist? 

Dr. H. H. Jounson Jr.: I think it is a problem in the education of the patients and 
getting them to be active participants in the search for causative factors. They will often 
suggest a relation between emotions and their eruption. The important thing is not to con- 
front them with it. 

Miss JarcHow: The first patient, the 14-year-old girl definitely has a psychogenic com- 
ponent in her skin problem. She has had an exacerbation since her father’s death. When- 
ever she is upset she immediately begins to scratch. In school the other children shun her 
because of her skin condition. She scratches and she eats. She weighs 196 lb. Last summer 
she had a job taking care of children, which she enjoyed, and I think that has helped her 
to have a remission. 

Dr. J. Lirr: Could Case IV be a drug eruption? There was no lichenification, and the 
patient gives a history of having taken cough medicines and Bufferin for the past several 
years. * 

Dr. H. H. JoHnson Jr.: I think that is quite possible. I asked her when it started, and 
she said that it was when she went South to visit her husband’s family. She said that. there 
was trouble, and that she. was almost in hysterics and left. It may, however, be a drug 
which she took for her emotional tension. 

Dr. F. M. McDonatp: On that same patient there was a small lesion over a varicose 
vein on the calf. It might be of interest in a situation like this to treat her on the basis of 
a stasis factor. 

In Case III the area had a rather doughy feel. She also had a doughy feel to her legs. 
I am not sure but that her thyroid gland is enlarged. I think it would be interesting to rule 
out not only amyloidosis but also localized myxedema. 

Dr. I. L..ScHonsperc: Both Cases. III and IV said they “enjoyed” scratching their 
dermatitis. It was revealing to hear Dr. Byrd, a psychiatrist, say that we should just leave 
them alone and let them enjoy their scratching. 

Dr. J. Litr: In Case III, I should like to add lichen myxedematosus (papular mucino- 
sus) as a possible diagnosis. 

Dr. J. R. Driver: We have all seen men who pull hairs out of their beards. Pulling 
causes inflammation, and the first thing you know they are pulling out perhaps 50 hairs a 
day. They all have their little tweezers. In cases like that I tell them I do not want to 
treat them unless they ‘will throw their tweezers away. They then object a little bit and 
say that the hairs are infected and that they have to get them out. I tell them to cooperate 
with me for two weeks. Usually [ can get them to agree, and of course when they come 
back they are all well. 

Adenoma Sebaceum. Presented by DR. ALLEN E. WALKER and DR. JOHN J. STEWART. 
Necrobiosis Lipoidica Diabeticorum. Presented by DR. GEORGE M. STROUD. 
Case for Diagnosis: Generalized Papulosquamous Eruption—Lichen Planus? Atopic Eczema? Presented by DR. 


A. F. PIRAINO and DR. W. P. LASCHEID, from the Department of Dermatology, University Hospitals, 
Service of DR. J. R. DRIVER. 


John R. Haserick, M.D., President 
Allen E. Walker, M.D., Secretary 
Melvin Brody, M.D., Reporter 
Nov. 17, 1955 





A 65-year-old woman of Greek extraction has had the following symptoms for 34 years: 
dryness of the mouth, no tears, no nasal secretion, and photophobia. For the past 10 years 


_ she has had bilateral swelling of the parotids. She states that for the past year she is unable 


“to open the right eye.” On examination there is dryness of the conjunctivae, scrotal 
tongue, xerostomia, and corneal erosions. She also has pigmentation and ulcerations of 
the lower extremities. 

Serology is negative. Serum albumin 4.8, gm., globulin 3.8 gm. per 100cc.; chlorides 
100.0 mEq,: cholesterol 180.0 mg,: cholesterol esters 100.0; amylase 333.0 units; creatinine 


0.95 mg. ; uric acid 4.7 mg. per 100 cc. Clotting time was 20 minutes. X-rays of the chest 
and gastrointestinal tract were negative. Gastric secretion showed achlorhydria. 
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Discussion 

Dr. Jerome Z. Litt (by invitation): This case is being presented because of the “exotic” 
nature of the condition, as well as for suggestions for therapy. 

Six years before Henrik Sjogren described the triad of symptoms for which he became 
well known, Gougerot observed the association of keratoconjunctivitis sicca and rheumatoid 
arthritis. Sjogren added xerostomia and noted that the syndrome occurs primarily in women 
after the menopause. This patient presents a dryness of the mouth, no lacrimal secretions, 
photophobia, burning and itching of the eyes, and burning of the mouth and tongue. She has 
had some arthritic complaints, although a definite diagnosis of rheumatoid arthritis has not 
been established. Four years ago she presented a bilateral, painless swelling of the parotid 
glands, but a biopsy was not done at the time. In addition, she has a hypochlorhydria and 
pigmentary changes of the lower extremities. 

Morgan and. Castleman have recently suggested (Am. J. Path. 24:471,1953) that 
“Miculicz’ disease” (bilateral, chronic, painless. hypertrophy of the lacrimal and salivary 
glands) is merely one manifestation of the more generalized symptom-complex which we 
know as Sjogren’s syndrome. 

This patient has had considerable amounts of ACTH and vitamin A, without any sub- 
jective or objective changes, and we were wondering if anyone else had any further sug- 
gestions for therapy. . 

Dr. J. R. HAsertcK: What is the significance of the amylase of 333? 

Dr. Jerome Z. Lirr: (by invitation): That .was elevated. Also, the clotting time was 
20 minutes, and this will probably be repeated. The theories regarding the cause of the 
syndrome are rather obscure. It is believed by some that all manifestations are due to a 
hypovitaminosis A. The cause of the subjective manifestations (burning and itching of the 
tongue, mouth and eyes, etc.) is the lack of secretions to the areas. Whether or not amylase 
plays any part in the etiology is not known. 

Dr. G. W. Binxtey: ‘Herman Allington in the Archives of Dermatology (62 :829-850 
[Dec.] 1950), discussed Sjogren’s syndrome. The condition begins shortly after the meno- 
pause, and so he and other workers have used estrogens, I believe with equivocal results. 
Industrial Dermatoses—Contact Dermatitis.. DR. |. L. SCHONBERG, Presiding 

DR. H. N. COLE JR.: Chrome Dermatitis. 

DR. G. H. CURTIS: Beryllium Dermatitis. 

DR. G. M. STROUD: Industrial Dermatoses. 

Case for Diagnosis: Folliculitis Decalvans? Pseudopelade (Brocq)? Presented by DR. |. L. SCHONBERG and 

DR. JEROME Z. LITT (by invitation). é : 

Case for Diagnosis. Pr ted by DR. |. L. SCHONBERG and DR. JEROME Z. LITT (by invitation). 
Case for Diagnosis: Painful Foot of Vascular Origin. Presented by DR. |. L. SCHONBERG and DR. JEROME Z. 

LITT (by invitation). 

Lichen Sclerosus et Atrophicus. Presented by DR. |. L. SCHONBERG and DR. JEROME Z. LITT (by invitation). 
1, Sjogren's Syndrome. 2. Hemosiderosis. Presented by DR. |. L. SCHONBERG and DR. JEROME Z. LITT (by 
invitation). . 
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| Malignant hie Vevus 


EDWIN R. FISHER, M.D., Pittsburgh 





Junction activity is one of the well-rec- 
ognized histologic features of primary 
malignant melanomas of skin and mucous 
membrane. Its absence in a _ pigmented 
tumor revealing cellular and nuclear pleo- 
morphism, mitoses, and invasion is usually 
indicative: of the metastatic nature of the 
neoplasm or represents a local recurrence. 
However, junction activity cannot be con- 
sidered as the sine qua non of some primary 
cutaneous melanomas, as evidenced from 
the reports of Allen and Spitz? and Allen ? 
concerning malignant blue nevi. These lat- 
ter, as in the more familiar benign blue 
nevus, are devoid of junction activity except 
in the very rare instance in which they are 
compounded with a nevus of the junction 
type. Atavistic features of the blue nevus, 
such as fasciculation of tumor ¢ells, inter- 


mingled chromatophores, and sclerosis of | 


varying degree, are usually observed in the 
malignant variant. In addition, necrosis, 
intracytoplasmic vacuolation, and a carci- 
nomatous configuration of aggregates of 
tumor cells are considered as evidence of 
malignant transformation. 

The frequency of malignant blue nevi has 
been compared with that of metastasizing 
basal-cell carcinomas or malignant melano- 
mas of childhood.* Montgomery and 
Kahler ** reported the clinical and patho- 
logical features of 65 blue nevi and could 
find no examples which might be con- 
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sidered as malignant. They also reviewed 
previously reported examples of malignant 
blue nevi but considered only that case pre- 
sented by Andrews* as sufficiently docu- 
mented to be acceptable as a malignant blue 
nevus: Allen and Spitz encountered only 
six examples despite their careful studies 
of a large number of pigmented neoplasms. 
Because of the paucity of well-docu- 
mented examples of malignant blue nevi it 
appeared appropriate to present this report. 
Also, it is hoped that this will result in a 
greater awareness of this type of malignant 
melanoma. The accumulation of data con- 
cerning these tumors may influence existing 
clinical and therapeutic dicta concerning the 
blue nevus. The lesion encountered in this 
report possessed certain morphologic fea- 
tures which appear worthy of note, since 
one of these, at least to my knowledge, has 
not been previously described in pigmented 
lesions of the nevus-melanoma type. 


Report of a Case 

A 27-year-old white man first noticed a pinhead- 
sized blue nodule in the right occipital region of 
the scalp at the age of 17. Four years later he 
noted progressive enlargement of the lesion as 
well as a mass in the right cervical region. Biopsy 
of the latter at this time revealed secondary 
malignant melanoma within a lymph node. The 
pigmented lesion of the scalp was excised and a 
radical neck dissection of the right cervical lymph 
nodes was performed. No other skin lesions were 
noted at this time. 

The patient remained in good general health 
during the succeeding six years. However, three 
months prior to admission to the hospital he noted 
a 20 lb. weight loss, as well as numerous pig- 
mented and nonpigmented nodules within the skin 
of the neck, back, and abdomen. In addition, he 
experienced weakness, anorexia, and moderately 
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severe pain in the right upper quadrant. 

Examination revealed the liver to be enlarged 
and nodular, extending 8 cm. beneath the right 
costal margin. In addition to the cutaneous 
nodules, which varied in size from several milli- 
meters to 1 cm. in cross diameters, several lymph 
nodes in the right posterior cervical chain were 
also. palpably enlarged. X-ray examination of the 
chest, as well as other laboratory examinations, 
was considered to be within normal limits. Melanin 
was not detected in the urine. A needle biopsy of 
the liver and excision of one of the subcutaneous 
nodules were performed. 


Pathologic Studies 


Macroscopic Examination of Primary Lesion of 
Scalp—The specimen consisted of an elliptical 
flap of skin measuring 3X3X2 cm. Within the 
central portion was a bluish-gray polypoid-nodule 
covered by apparently intact epidermis, measuring 


1 cm. in cross diameters. Although the surround-. 


ing skin contained abundant hair, only a few such 
structures could be identified as projecting above 
the epidermal surface of the: lesion. 

Microscopic Examination—Sections of skin 
stained with hematoxylin and eosin after formalin 
fixation revealed a polypoid neoplasm confined to 


Fig. 1—Low-power ap- 
pearance of primary 
lesion of scalp. The poly- 
poid configuration, atro- 
phy of epidermis, and 
depth of extension into 
the corium are apparent; 
reduced 1/5 from mag. 


x 15. 


the corium which was comprised of round, spindle, 
and polyhedral cells arranged loosely as well as 
in compact, somewhat fasciculated aggregates 
(Fig. 1). This latter pattern resembled nerve tis- 
sue. In these areas the cytoplasms were vacuo- 
lated or slightly eosinophilic (Fig. 2). Giant-cell 
forms with a foamy cytoplasm and rarely a stel- 
late eosinophilic inclusion were observed (Fig. 3). 
In areas where the tumor cells were loosely ar- 
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ranged their cytoplasms were frequently indistinct, 
and varying quantities of loosely arranged con- 
nective tissue and collagen were present. The 
nuclei of the tumor cells were for the most part 
hyperchromatic and pleomorphic. Occasional 
mitoses and multinucleated forms were noted. 
Many of the tumor cells contained granular brown 


pigment within their cytoplasms which did not . 


stain with Perl’s method for iron. In addition, 
large cells resembling chromatophores were also 
noted in fibrous areas of the tumor. They also 
contained abundant intracytoplasmic iron-negative 
pigment. The overlying epidermis was intact and 
revealed flattening of the rete pegs (Fig. 4). 
Junction activity was not observed, although nu- 
merous representative sections of the lesion were 
examined. The lesion was separated from the 
epidermis by a band of relatively acellular col- 
lagen. The tumor was apparent about the skin 
appendages in deep layers of the corium and, al- 
though appearing fairly well circumscribed, lacked 
an absolute capsule. 

Biopsies of Liver and Skin.—Sections revealed 
a malignant neoplasm similar to that noted above 
except that the tumor cells were for the most 
part spindle-shaped. Vacuolation of the tumor 
cells was not evident (Fig. 5). 





Comment 
The clinical and morphologic features of 
the malignant melanoma removed from this 
patient’s scalp indicate its origin from a 
blue nevus. Although the tumor was first 
noticed by the patient at the age of 17 
years, it probably was present prior to 
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Fig. 2.—Vacuolation of 
tumor cells in malignant 
blue nevus, Associated 
sclerosis, as well as 
abundance of intracellular 
pigment, is apparent; re- 
duced 1/5 from mag. 
X 200. 





this time but was unrecognized because of 
its location. The occurrence of blue nevi 
shortly after birth or in childhood is com- 


mon. Such macroscopic features of the 
lesion as its blue color, smooth surface, 
nodular configuration, and lack of hair de- 
spite its presence in the scalp allow for the 
clinical diagnosis of blue nevus. Micro- 
scopically, the presence of fasciculated or 
neuroid aggregates of tumor. cells, varying 
degrees of sclerosis, and chromatophores 





Fig. 3.—A stellate in- 
clusion within the vacuo- 
lated cytoplasm of a 
tumor cell. The carci- 
nomatous pattern of ad- 
jacent cell nests is also 
apparent; reduced 1/5 
from mag. X 300. 


which were intermingled with other neo- 
plastic elements and the absence of junc- 
tional change are reminiscent of the more 
familiar benign blue nevus. There is no 
evidence from the history that this lesion 
represented a metastasis from some other 
source. Also, ulceration, which may oc- 
casionally obliterate evidence of junctional 
change in some primary malignant mela- 
nomas, was not observed. Such information 
indicates the importance of evaluating 
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junctional change in establishing the deriva- 
tion of malignant melanomas. Although the 
behavior of the lesion of the scalp attests 
to its malignant nature, such an outcome 
might have been predicted from morpho- 
logic study of the lesion without prior 
knowledge of subsequent clinical events. 
The vacuolation of the tumor cells, carci- 
nomatous configuration, and nuclear pleo- 


morphism and occasional mitotic figures are . 


considered diagnostic features of malig- 


Fig. 5.—Appearance of 
secondary lesion in liver. 
Tumor cells are more 
spindle-shaped and fasci- 
culated in arrangement. 
Vacuolation is not appar- 
ent; reduced 1/5 from 
mag. X 200. 
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nancy in lesions presenting other features 
of the blue nevus as noted above. Although 
necrosis has been noted in other examples 
of malignant blue nevi, this change was 
not present in this case.” It is interesting 
to note that the morphologic appearance of 
the metastatic lesions in the subcutaneous . 
tissue and liver did not possess those fea- 
tures which would enable one to establish 
their derivation from blue nevus. The 
tumor cells were spindle-shaped, without 


Fig. 4.—Atrophy of 
epidermis. Junction ac- 
tivity is not _ present. 
Large _ pigment-laden 
chromatophores, as well 
as neuroid configuration 
of tumor cells, are appar- 
ent; reduced 1/5 from 
mag. X 140. 
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vacuolation, and resembled other malignant 
melanomas not arising in blue nevus. 

The vacuolation of the tumor cells ob- 
served is not unlike the change noted in 
the tumor cells of some melanomas during 
pregnancy.? Such cytologic alteration sug- 
gests a hormonal influence upon the tumor 
cells of this lesion, although this patient 
did not reveal any overt clinical manifesta- 
tions of endocrine imbalance. The role of 
hormonal factors in some nevi and malig- 
nant melanomas has been suspected, al- 
though not conclusively proved. The 
significance and nature of the asteroid bod- 
ies observed within the cytoplasm of some 
of the tumor cells of the malignant blue 
nevus described herein are not apparent. 
They appear similar to those noted in some 
granulomatous inflammatory processes. Un- 
fortunately, suitable material was not avail- 
able to allow for a detailed histochemical 
analysis to establish their nature. Such 
inclusions, to my knowledge, have not been 
described previously in pigmented tumors. 

It has been stated that the clinical course 
of malignant blue nevi would seem to be 
slow. Such a premise would be supported 
by the clinical course exhibited by this 
patient, who remained in good general 
health for six years after local excision and 
right radical neck dissection. Only recently 
have the manifestations of disseminated 


subcutaneous and hepatic metastases be- - 


come manifest. Although several patients 
reported by Allen? have survived for sim- 
ilar periods despite nodal metastases, two 
patients have died one and two years after 
local excision. Yet one occasionally may 


observe a similarly prolonged clinical course 
in patients with the more familiar types of 
malignant melanoma. It would appear that 
until larger numbers of these malignant blue 
nevi are available for evaluation, estimation 
of their biologic behavior does not appear 
warranted. 


Summary 

The literature concerning malignant blue 
nevi is briefly reviewed, and an example 
occurring in the scalp of a 27-year-old white 
man is presented. Although the patient 
appeared to be free of his disease for six © 
years after local excision and a right radical 
neck dissection, recently subcutaneous and 
hepatic metastases have been observed and 
confirmed by histologic study. 

The histologic features of malignant blue 
nevi are reviewed. Intracytoplasmic eosino- 
philic asteroid bodies have béen observed 
within the cytoplasms of some of the tumor 
cells in the case reported. To my knowl- 
edge, such structures have not been previ- 
ously recorded in pigmented tumors of the 
nevus-melanoma type. 
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Koathions fo Chloral Hydrate 


HERBERT B. CHRISTIANSON, M.D. 
and 
HAROLD O. PERRY, M.D., Rochester, Minn. 





Choral hydrate is the oldest of hypnotic 
drugs and has been used extensively but 
intermittently since it was introduced as an 
anesthetic agent by Liebreich * in 1869. It 
was first synthetically produced by Leibig * 
in 1832. Despite the fact that this drug has 
been employed for approximately 75 years, 
very few reports of adverse reactions from 
its use have been made. In a review of 
the American literature we have been able 
to find only three reports since 1900, the 
most recent one being that by Baer and 
Sulzberger in 1938. Reactions to chloral 
hydrate are so infrequent that the drug is 
not listed in some texts on allergy and der- 
matology, nor is it mentioned in articles 
on eruptions due to drug therapy. Many 
authors state that reactions to chloral hy- 
drate are very rare. 

We are reporting seven cases of allergic 
reactions to chloral hydrate, two additional 
cases with a peculiar somnambulistic type of 
reaction, and a review of the literature. 


Report of Cases 


Case 1.—A woman aged 57 years was hospital- 
ized on Feb. 12, 1954, because of a sensitization 
reaction secondary to localized neurodermatitis of 
the right elbow that had been intermittently 
present since 1941. The dermatitis involved the 
eyelids, face, neck, anterior surface of the chest, 
upper arms, and medial aspect of both thighs. A 
dermatologic history revealed that several years 
ago this patient had contact dermatitis about the 
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waist and hips due to a rubberized girdle. The 


family history was positive for hay fever and ~ 


asthma, but the patient had neither. 

The patient’s improvement in the hospital was 
progressive until the fifth hospital day, when, 
several hours after the fourth dose of chloral 
hydrate (0.5 gm. per dose) had been given, she 
became very restless and verbose, and complained 
of dizziness, nausea, flushing, and chilliness. Ex- 
amination revealed a scarlatiniform eruption of 
the back, chest, arms, face, and neck. The follow- 
ing morning, she appeared acutely ill and was 
febrile (temperature 102 F). The scarlatiniform 
eruption had become generalized, and the original 
dermatitis was severer than at the time of admis- 
sion. Subsequently, a generalized exfoliative pro- 
cess developed, as well as a small decubitus ulcer 
over the sacrum, which appeared rapidly and 
without undue pressure. After administration of 
chloral hydrate was discontinued, the dermatitis 
gradually cleared. 

Comment.—In this case a_ generalized 
scarlatiniform eruption, followed by ex- 
foliation, fever, and signs of toxicity, de- 
veloped after the fourth dose of chloral 
hydrate taken in the course of treatment for 
preexisting dermatitis. A decubitus ulcer 
also developed over the sacrum. After 
withdrawal of the drug the patient very 
promptly recovered. To our knowledge this 
patient had not received chloral hydrate 
previously. 

Case 2.—A woman aged 48 years was hospital- 
ized Jan. 16, 1954, because of generalized psoriasis, 
psoriatic arthropathy, multiple ulcerations of both 
lower extremities, and moderately severe malnu- 
trition. She stated that she was allergic to many 
foods (eggs, oranges, milk, pork, wheat, sea food, 
strawberries, cheese, nuts, chocolate, and tomatoes), 
to several drugs (barbiturates, morphine, iodides, 
meperidine [Demerol, hypodermic only], sulfona- 
mides and penicillin), and to topical applications 
of tar, mercury, penicillin, and sulfonamides. Her 
present episode of erythroderma had been precipi- 
tated by one capsule (0.1 gm.) of secobarbital 
(Seconal). 

Examination revealed a very malnourished 
woman with bilateral ectropions, generalized ex- 
foliative psoriasis, scleroderma-like features of the 
face, chest, abdomen, and lower extremities, and 
multiple discrete punched-out ulcerations over the 
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anterior aspects of the lower third of the legs. 


- Arthritic deformities of the interphalangeal joints, 


“claw-like” hands, dystrophy of the nails, and 
lymphadenopathy of the axillary and inguinal 
nodes were present. In many respects she re- 
sembled a progeric patient with Werner’s syn- 
drome. A biopsy of the skin of the abdomen was 
characteristic for psoriasis.. Her initial response 
to treatment was excellent: The erythroderma be- 
gan to subside; the ulcers began to heal, and she 
began to gain weight. In fact, the patient re- 
marked that she was feeling better than she had 
in years, and we felt that her improvement was 
greater than we had anticipated. 

On the ninth day after admission she complained 
of restlessness and inability to sleep and requested 
a sedative; therefore, after much deliberation, 
chloral hydrate (1.6 gm.) was administered. The 
following morning (seven hours later) the patient 
appeared acutely ill and had fever (temperature 
101 F) and a generalized scarlatiniform eruption 
with edema of the face. Within a few hours 
the cutaneous reaction eventuated in a generalized 
exudative dermatitis.. A careful resurvey of her 
past history revealed that she had taken chloral 
hydrate previously without any adverse reaction. 
Her subsequent progress was satisfactory, and she 
was dismissed 31 days after admission. 

Comment.—In this case, in which the 
patient had a psoriatic erythroderma and an 
allergic background, a generalized scarla- 
tiniform eruption with fever and signs of 
toxicity, followed by exudation and ex- 
foliation, developed after one dose of chloral 
hydrate had been given. The patient 
promptly recovered after administration of 
the drug was discontinued. Chloral hydrate 


had been taken previously without an -° 


allergic reaction. 

Case 3.—A white woman aged. 65 years was 
hospitalized on Oct. 17, 1953, because of severe 
dermatitis venenata (plants) involving the legs, 
thighs, forearms, face, and neck. Her ‘history re- 
vealed recurrent episodes of contact dermatitis 
(plants) for the past 25 years, exclusive of the 
5 years preceding this admission, during» which she 
had been free of dermatitis because she had spe- 
cifically avoided exposure. Two weeks prior to 
this admission she had risked working in her 
garden, which precipitated her present attack. 

The family history revealed eczema, hay fever, 
asthma, and urticaria. The patient’s response to 
treatment was poor and was characterized by daily 
exacerbations of the dermatitis. Each evening for 
sedation she received 1.0 gm. of chloral hydrate. 
After the seventh dose an acute eczematous erup- 
tion of the face and neck developed. Following 


desquamation, again developed. 





the 11th dose of chloral hydrate a generalized 
scarlatiniform eruption developed, which was fol- 
lowed by exfoliation and an exacerbation of the 
dermatitis of the original sites. Administration of 
chloral hydrate was discontinued, and a dramatic 
recovery followed. 

Comment.—In this case the patient, with 
an allergic background, was hospitalized for 
treatment of dermatitis venenata. A gen- 
eralized scarlatiniform eruption, followed 
by exfoliation, developed after the adminis- 
tration of chloral hydrate. Eczematous der- 
matitis of the face and neck also occurred. 
When administration of the drug was dis- 
continued the patient made a very rapid 
recovery. She had previously taken chloral 
hydrate without reaction. 

Case 4—A white woman aged 70 years was 
hospitalized on Dec. 18, 1953, because of general- 
ized eczematoid dermatitis. After several days in 
the hospital, purpura of all extremities and a 
generalized scarlatiniform eruption, followed by 
exfoliation, developed. Her recent history revealed 
that eight days prior to admission she had taken 
three doses of chloral hydrate (0.5 gm. in each 
dose). A review of her past record revealed that 
one tablet of chlorobutanol (Chloretone, 0.3 gm.) 
had been administered as a presurgical sedative 
on Dec. 2, 1932 (21 years prior to the present ad- 
mission), from which generalized dermatitis de- 
veloped (details not known). In 1951 this patient 
had been treated for eczematoid dermatitis of the 
upper and lower extremities, and during the course 
of her hospitalization she received seven doses of 
chloral hydrate (1.0 gm. in each dose). Following 
the seventh dose, generalized scarlatiniform erup- 
tion, fever (temperature 102 F), sore throat, 
vesicular lesions on her lips, petechiae on the mu- 
cous membranes of the oral cavity, stomatitis, 
conjunctivitis, and subsequently a generalized des- 
quamation of the skin developed. Administration 
of chloral hydrate was discontinued, and the pa- 
tient made a rapid recovery. 

Comment.—In this case generalized der- 
matitis developed after one tablet (0.3 gm.) 
of chlorobutanol in 1932, and the patient 
had a generalized scarlatiniform eruption 
followed by exfoliation, stomatitis, a vesicu- 
lar eruption of the lips, pharyngitis, con- 
junctivitis, and petechiae after administra- 
tion of. chloral hydrate in 1951. Two years 
later (1953) after administration of chloral 
hydrate, a scarlatiniform, eczematous and 
purpuric eruption, which was followed by 
In each 
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instance withdrawal of the drug was fol- 
lowed by an uneventful recovery. This 
case demonstrates the “cross-sensitization 


phenomenon.” 

Case 5.—A white man aged 40 years was hos- 
pitalized on Feb. 3, 1953, for treatment of gen- 
eralized psoriasis with associated arthritis. His 
progress was satisfactory until Feb. 8, when, after 
his first dose (0.5 gm.) of chloral hydrate a gen- 
eralized pruritus and an increased erythema of 
the skin developed. On Feb. 9 he was given a 
second dose (1.6 gm.) of chloral hydrate, which 
was followed by a similar reaction and, in addition, 
edema, and vesiculation of the face, neck, and 
arms. Weeping, crusting, and finally a generalized 
exfoliative state followed. Administration of 
chloral hydrate was discontinued, and the patient’s 
recovery was progressive. The patient’s history 
revealed that he had received chloral hydrate, in 
1951 without reaction. Several months after dis- 
missal from our care, this patient took one dose 
of chloral hydrate. A reaction similar to the one 
described above developed, and he was hospitalized 
elsewhere. for treatment. 

Comment.—In this case, in which the pa- 
tient had a psoriatic erythroderma, pruritus, 
generalized erythema, eczematous dermatitis 
of the face, neck, and arms, progressing to 
an exfoliative state, developed after two 
doses of chloral hydrate. Two years prior 
to admission the patient had taken chloral 
hydrate without any allergic reaction. Sev- 
eral months subsequent to his admission he 
took one dose of the drug and sustained a 
reaction similar to but slightly severer than 
the one described. 

Case 6.—A white man aged 29 years was ad- 
mitted to the hospital on June 2, 1951, for treat- 
ment of systemic lupus erythematosus, verified, in 
addition to the usual laboratory features, by a 
positive L. E. clot test. 

The patient’s history revealed that he was aller- 
gic to meperidine and acetylsalicylic acid. During 
the course of his hospitalization he was given 
chloral hydrate (1.0 gm. per dose) as a sedative, 
and after the eighth dose a bullous lesion with an 
urticarial halo appeared on his right wrist. His 
temperature, which had been normal previously, 
became elevated to 101 F, and a few erythematous 
patches appeared on his face. In sequence there 
developed a generalized psuritic morbilliform erup- 
tion, an eczematous process involving the face, ad- 
ditional bullous lesions on the extremities and 
ears, and petechiae over the lower extremities. A 
diagnosis of dermatitis medicamentosa (erythema- 
multiforme-like) of unknown cause was made, 


234 


A, M. A. ARCHIVES OF DERMATOLOGY 


and all medications were discontinued. Chloral 
hydrate was least of all suspected as the etiologic 
agent. The eruption gradually disappeared, and on 
July 11, 1951, the patient was dismissed with in- 
structions to take maintenance doses of cortisone. 

The patient was readmitted to the hospital on 
Nov. 1, 1951, because of a relapse of his lupus 
erythematosus, but without cutaneous lesions. 
Chloral hydrate was again given on Nov. 2, and - 
the following day there developed scattered urti- 
carial lesions over his trunk and erythema and 
edema of the forearms, face, and neck. A total 
of eight doses of chloral hydrate was administered 
before it was discontinued on Nov. 9. Between 
Nov. 3 and Nov. 9 there developed bullous lesions 
on the arms, palms, and soles, and vesicles, pustules, 
and petechiae over the lower extremities. After 
chloral hydrate was discontinued, his skin rapidly 
cleared. 

Several days prior to dismissal (Dec. 24, 1951) 
chloral hydrate was inadvertently given again, and 
12 hours later erythema of the face, periorbital 
edema, and a generalized pruritus developed. Pro- 
gressively, an accentuation of the previously men- 
tioned cutaneous manifestations developed, plus 
a scarlatiniform eruption on the back, chest, and 
arms. No additional chloral hydrate was admin- 
istered, and the eruption rapidly disappeared. 

Comment.—We have presented this case 
of systemic lupus erythematosus with an 
allergic background, in which, on two oc- 
casions fotlowing administration of chloral 
hydrate a bullous erythema-multiforme- 
like eruption developed, with petechiae on 
the lower extremities. On the third occasion, 
after a single dose of the .drug, a scarla- 
tiniform eruption occurred. The patient 
promptly recovered from his dermatitis 
medicamentosa after withdrawal of the drug. 
This case is probably the first classic case 
of erythema multiforme bullosum reported 
due to chloral hydrate, although K6bner’s 
case { was described as erythema exu- 
dativum. 

Case 7—A woman aged 43 years was admitted 
to the hospital for treatment of an acute vesiculo- 
bullous eruption of the hands and feet and a 
chronic lichenified atopic dermatitis involving the 
flexural areas. During the first three days her 
dermatitis improved, and the chloral hydrate which 
she received in doses of 0.5 gm. produced excellent 
sedation. However, after the fourth dose of chloral 
hydrate she complained of severe pruritus and 
flushing of her face and neck. Fever (temperature 
100 F) and some erythema of her face, neck, and 
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arms developed. After the fifth and last dose of 
the drug a pruritic generalized scarlatiniform erup- 
tion and fever (temperature 102 F) developed. 
In several days a moderate degree of exfoliation 
occurred, but she rapidly recovered from her 
dermatitis medicamentosa, and the preexisting 
dermatoses rapidly responded to treatment. 

Anamnesis revealed infantile eczema, atopic 
dermatitis since age 18 years, hay fever since age 
19 years, and a sensitivity to penicillin and sulfon- 
amides. The patient could not recall previous use 
of chloral hydrate. Her family history revealed 
eczema and hay fever. 

Comment.—In this case, in which the pa- 
tient had an allergic personal and family 
background, fever and a generalized scar- 
latiniform eruption followed by exfoliation 
developed .as a result of chloral hydrate. 
When administration of the drug was dis- 
continued she rapidly recovered. 


Other Reactions 


We wish to present data on two pa- 
tients who had peculiar somnambulistic 
reactions to chloral hydrate without any 
allergic manifestations, since we believe 
that they might. be of interest. 

CasE 8.—A white man aged 26 years was hos- 
pitalized on Jan. 5, 1954, for treatment of general- 
ized atopic dermatitis. During the course of his 
ho§pitalization he was given chloral hydrate (1.6 
gm.) as a sedative at bedtime. Approximately four 
hours after administration of the drug the patient 
became somnambulistic, incoherent, disoriented, and 
hyperactive. When aroused, he began writing let- 
ters with a paranoid context for several hours. In 
the morning he was extremely difficult to awaken. 
Similar reactions occurred on three occasions sub- 
sequent to administration of chloral hydrate. After 
the drug was discontinued the patient had no 
further difficulty and seemed to be a changed 
personality type in that he no longer seemed de- 
pressed, surly, and unkempt during. the day, but 
became very pleasant and cooperative. The patient 
stated that he had no recollection of his actions 
during the somnambulistic episodes, nor for several 
hours thereafter. 

Case 9.—A white man aged 81 years was hos- 
pitalized on May 10, 1954, because of bilateral 
chronic venous insufficiency with stasis dermatitis. 
He was given chloral hydrate (0.5 gm.) at bed- 
time on May 10 and 11. Approximately three and 
a half hours after administration of each dose of 
the drug he became somnambulistic, disoriented, 
and incoherent. The drug was withheld on May 
12, and he slept the entire night. On May 13 ad- 





ministration of the drug was repeated, and the 
nocturnal wanderings again occurred. He was re- 
turned to his bed and fell asleep, but later in the 
night fell out of bed and sustained minor injuries, 
No additional chloral hydrate was given after 
these episodes, and the patient had no further diffi- 
culties. 


Comment.—These two patients, one 
young and one old, exhibited peculiar 
somnambulistic reactions and mental aber- 
rations of a psychiatric nature as a result 
of administration of chloral hydrate. 

The findings in these nine cases are 
summarized in the Table. 


Pharmacology 


Chloral hydrate, CCl;CH (OH)s, oc- 
curs as colorless crystals with an aromatic 
odor and a bitter taste, and is suluble in 
alcohol and water. It is a hypnotic, anal- 
gesic, and antispasmodic, which is very 
rapidly and readily absorbed from the 
gastrointestinal tract. In a concentrated 
form it is an irritant to the skin and mu- 
cous membrane, and years ago was very 
commonly used as an antiphlogistic. It 
causes depression of the central nervous 
system, slowing of the heart rate, and 
dilatation of the blood vessels. An in- 
crease in protein catabolism occurs, which 
results in the appearance of increased nitro- 
gen, phosphorus, and sulfur in the urine. 
The drug probably is converted to uro- 


‘ chloralic acid, a conjugation product of 


trichloroethanol with glucuronic acid, which 
reduces Fehling’s solution and the presence 
of which in the urine may thus be confused 
with diabetic glycosuria. The removal of 
trichloroethanol from the plasma is rel- 
atively slow; therefore, the plasma concen- 
trations reached account for the depressant 
effects that follow the administration of 
chloral hydrate. Chloral hydrate remains 
intact in the body after death. “It is highly 
probable that at least a year and a half 
would elapse before there would be com- 
plete dissociation of the aldehyde.”* This 
may be important from a medicolegal stand- 
point in cases of deaths attributable to 
chloral hydrate. 
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Age, Diagnosis on Allergic Dermatologic Other 
Case} Yr. | Sex Admission Background Reaction Reactions 
1 57 F Neurodermatitis with sen- | Positive, atopy in | 1. Scarlatiniform Fever, chills, nausea; rest- 
sitization reaction family 2. Exfoliation lessness; hyperactivity 
3. Decubitus ulcer 
2 48 F Psoriasis (generalized) Positive to foods | 1. Scarlatiniform Fever, chills, nausea 
and drugs 2. Exfoliation 
3. Eczematous (face, neck) 
3 65 F |Dermatitis venenata Positive to plants; | 1. Scarlatiniform None 
atopy in family | 2. Exfoliation 
3. Eczematous 
4 70 F | Eczematoid dermatitis Positive to drugs | 1. Scarlatiniform Fever, chills; pharyngitis; 
2. Purpura stomatitis; conjunctivitis 
3. Exfoliation 
5 40 M | Psoriasis (generalized) None 1. Generalized pruritus and | Fever 
erythema : 
2. Eczematous (face, neck, 
arms) 
3. Exfoliation 
6 29 M | Acute systemic lupus ery- | Positive to drugs | 1. Erythema multiforme | Fever 
thematosus (bullous) 
2. Morbilliform + — scar- 
latiniform 
3. Eezematous (face and 
; Pecan 
. Purpura 
5. Exfoliation 
7 43 F Atopic dermatitis and} Positive to drugs; | Generalized scarlatinitorm, | Fever, chills 
dyshidrotic eczema of infantile eczema; followed by desquamation 
hands and fet hay fever; atopy 
in family 
Other Reactions (Nonallergic) 
8 | 26 | M | Atopic dermatitis Positive; atopy in | None Somnambulism; hyperactivi- 
family . ty; paranoid symptoms; 
p depression 
9 81 M | Stasis dermatitis with sen- | None None Somnambulism; byperactivi- 
sitization reaction ty 























Chlorobutanol 3? CClsC (OH) CHsCHs 
is a chloral derivative very similar to chloral 
hydrate structurally and pharmacologically. 

There have been and are many prepar- 
ations of chloral hydrate-which have been 
used from time to time. One of the earliest 
prescriptions used is the following, which 
is. duplicated as. originally written®: 

Rx “Hydrate of Chloral,”’ 2 grammes; 
Aquae destillatae, 

Syrupi simplicis, 44 15, 2 grammes; 
M.S. For one dose. 

Because of the bitter taste and burning 
sensations of mucous membranes after oral 
use, the drug more recently has been in- 
corporated in a sugar-flavored elixir which 
contains 1.6 gm. of chloral hydrate per 
ounce (about 30 cc.). It is also marketed 
in soft elastic gelatin capsules in which 
the chloral hydrate is mixed in a nonaller- 
genic hydrogenated vegetable glyceride in 
0.25 gm. and 0.5 gm. sizes. Other proprie- 
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tary preparations contain mixtures , of 
chloral hydrate, calcium bromide, and 
atropine sulfate. Rectal suppositories con- 
taining 0.65 gm. and 1.3. gm. of chloral 
hydrate are also available. 


Toxicology 

When chloral hydrate is taken in toxic 
doses, gastrointestinal irritation occurs, and 
the patient may become comatose, with 
relaxation of the musculature, hypotension, 
convulsions, delirium, and cyanosis. Death 
usually results from cardiorespiratory fail- 
ure. The reactions to chloral hydrate have 
been likened to those of chloroform.§ 
Chloral hydrate and other chloral deriva- 
tives are contraindicated in patients who 
have marked hepatic or renal disease,!? 
since they are detoxicated in the liver and 
kidneys much as chloroform is. 


§ References 2, 10, and 11. 
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CHLORAL HYDRATE—REACTIONS 


Review of the Literature 


Allergic Reactions.—The first descrip- 
tion of eruptions due to chloral hydrate 
that we could find in the literature in 
English was that of Browne ’° in 1871. He 
described urticaria in 1 case, “flushing of 
the face, neck, and chest” in 19 cases, a 
case of purpura with lesions of the mucous 
membrane, which was followed by desqua- 
mation on the fourth day, a case of severe 
purpura and ecchymoses followed by death, 
and finally a patient who died as a result 
of ‘chloral hydrate, in whom postmortem 
changes were found “similar to those of 
chloroform poisoning.” Morrow? in 1893 
wrote extensively on eruptions due to 
chloral hydrate and classified them as ery- 
thematous, papular, urticarial, vesicular, 
petechial, and ulcerative. . 

Since Brown’s original report the follow- 
ing types of eruptions due to chloral hy- 
- drate have been reported in the literature 
in order of the frequency of their occur- 
rence : 

1. The erythematous type, in which there 
is an erythematous flushing of the face, 
neck, and chest, is the most frequent. It 
usually appears as a uniform erythema of 
the face or back and then successively 
affects the neck, chest, and extensor sur- 
faces of the extremities (knees, wrists, 
elbows, and ankles). On other areas 
it may occur as localized, dusky-red ery- 
thematous patches with irregular borders. 
The eruption usually develops four to six 
days after the administration of the drug 
and very rarely develops later than the 10th 
day. According to Morrow,? hot foods, hot 
beverages, and alcohol intensify the ery- 
thema and cause it to become more: gener- 
alized. The erythematous type has been 
described by many authors.|| 

2. Scarlatiniform eruptions, often fol- 
lowed by desquamation and fever, have 
been described. Occasionally lesions of the 
mucous membrane (oral), conjunctivitis, 
and pharyngitis occur. The eruption’ is 
often confused with scarlet fever, and Mor- 


|| References 2 and 13 to 17. 
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row * stated that “the rash may appear as 
an inflammatory redness, which is strikingly 
suggestive of the scarlatina exanthem, and 
may spread over the entire surface of the 
body. This similitude to scarlatina is ren- 
dered more exact by the increased sensitive- 
ness of the skin, the high fever, and the 
more or less abundant desquamation. which 
follows.” Scarlatiniform eruptions have 
been described by Chapman,'* and others.f 

3. Urticarial lesions have been described 
by several authors. 

4. Angioneurotic edema has been re- 
ported.* 

5. Purpura and ecchymoses have been 
described by Browne '° and by others.} 

6. Eczematous eruptions from internal 
administration of chloral hydrate usually 
involve the face, neck, and arms. Baer and 
Sulzberger! emphasized that the skin of 
the scalp, face, hands, and forearms is a 
site of predilection for eruptions of this 
type (“hematogenous contact type derma- 
titis”). Eczematous eruptions from peroral 
administration of chloral hydrate have been 
reported.t In several cases the results of 
patch tests were positive.§ 

7. Eczematous eruptions from contact 
with chloral hydrate have been reported, 
and in these cases the results of patch tests 
were positive.§ Peyraud,|| in 1878, was the 
first to use a patch test for chloral hydrate 
(applied 0.02 gm. of chloral in a gum resin 
vehicle to 1 sq. cm. of skin surface for 
18 hours) and found that it regularly 
caused vesication. Local (contact) vesica- 
tion, was described by Cantanif[ in 1876. 
He described erythema and vesiculation sur- 
rounded by hyperemia after the external 
application of chloral hydrate. Ritter?’ 
applied powdered chloral to plaster ad- 


hesive, gently heated the plaster; applied 


{ References 8, 17, 19, and 20. 

# References 2, 10, 18, and 21. 

* References 2, 13, and 18. 

+ References 2, 15, and 22. 

t References 1, 2, 16, and 23 to 26. 

§ References 1 and 4. 

|| Peyraud, H., cited by Abramowitz and Noun.‘ 
{ Cited by Morrow.” 
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the plaster with the liquefied chloral to a 
skin site and then removed the patch after 
10 minutes and found that the area was 
denuded ‘‘as by cantharidal plaster after six 
hours.” 

8. Ulcerative lesions were described by 
Smith " as “a singular affection of the fing- 
ers of both hands attended with desquama- 
tion of the cuticle and__— superficial 
ulcerations, especially about the borders of 
the nails,” which followed prolonged use 
of chloral as a hypnotic. He described two 
such cases, in both of which the patient 
recovered after administration of chloral 
was discontinued. In addition Smith stated, 
“T have knowledge of two other cases in 
which the same affection of the fingers re- 
sulted from the use of chloral.” Reimer # 
reported on decubitus ulcers with the 
“slightest prolonged pressure,” and Mur- 
phy '* reported a case of “marked decubi- 
tus” after four months of administration 
of chloral hydrate. Thompson * mentioned 
ulcerations around the nails, and Wood- 
man} reported ulcers of the cornea. and 
tongue in children. 

9. Exfoliative dermatitis secondary to 
other ‘types of cutaneous eruptions has-been 
reported. Exfoliative dermatitis associated 
with purpura and mucosal lesions which 
began on the fourth day after administra- 
tion of chloral hydrate was reported by 
Browne.’® A case of a scarlatiniform erup- 
tion with fever followed by desquamation, 
“comparable to the state of the skin seen 
in patients after eating shell-fish,’ was re- 
ported by Husband.!® A generalized scar- 
latiniform eruption associated with fever 
and pharyngitis, “not unlike scarlet fever,” 
followed by desquamation was reported by 
Burman.”° Exfoliation following erythema 
exudativum was reported by Kobner,} ex- 
foliation following an eczematous eruption 
was reported by Kirn.§ Kirn 1% mentioned 
that in one of his cases exfoliative derma- 

# Cited by Kirn.¥ 

* Thompson, J., cited by Jenner and others,” 

+ Cited by . Morrow.” 


“+ Cited by Morrow.? 
§ Cited by Abramowsts and Noun.“ 
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titis developed following a variola-like erup- 
tion and in this case there was also alopecia 
and “shedding of the nails.” Pye-Smith * 
reported a case of “acute universal desquam- 
ative dermatitis due to chloralamide.” 

10. An erythema-multiforme-like erup- 
tion designated as “erythema exudativum,” 
which became generalized and ended in ex- 
foliation in the course of four to. five 
weeks, was reported by Kobner.t 

11. A fixed drug eruption was described 
by Watson.”* His patient was a woman. 
“Hydrate of chloral produces when taken 
internally a deep red, congested spot upon 
the left wrist of this lady within twenty 
minutes after it is taken; this also is fol- 
lowed by the cracking and peeling off of 
the skin.” This reaction was duplicated on 
two occasions with the same results. 

12. Morbilliform or “rubeola-like” erup- 
tions have been described.? 

13. Pustular and varioliform lesions were 
noted by Morrow.? 

14. Papular eruptions were mentioned by 
several authors.|| 

15. Walford § referred to an eruption as 
resembling “lichen”; Sharpin{ described 
“itching of the legs’; Fothergill | described 
“blueness of extremities,” and “great dry- 
ness of skin” was mentioned in the Report 
of the Committee on Chloral."® 

16. Morrow ? stated that Arndt reported 
on a patient who became icteric, recovered 
promptly after withdrawal of the drug, and 
became icteric again after its readministra- 
tion. 

17. Among miscellaneous morphologic 
types, bullous lesions are mentioned in sev- 
eral texts on dermatology.44 Acneform 
and furuncular lesions are also mentioned* 

Other Reactions (Not Allergic). —1. De- 
lirium: Delirium was reported by Murphy. 
According to Margetts*! only 11 clinical 
cases of chloralism are listed in the Index 
Medicus between 1906 and 1950. Davison ™ 
stated that chloral hydrate “has the peculiar- 


|| References 4, 15, and 16. 


‘J Cited by Jenner and others.”® 
# References 5, 29, and. 30. 
* References 5 and 30. ° * 
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ity, if given to old people, of causing a 


_type of sleep-walking in which the patient 


becomes active in the middle of the night 


‘and has no memory of his wanderings.” 


2. Addiction: Chopra and Chopra* re- 
ported on addiction to chloral hydrate but 
mentioned that it was rare. Bragman ** re- 
viewed the case history of the famous poet- 
painter Dante Gabriel Rossetti, who was a 
chloral addict, and who took as much as 
180 grains (about 12 gm.) of chloral hy- 
drate each night. 

3. Deaths. Deaths as a result of chloral 
hydrate have been reported. 


‘General Comment 


On a basis of the case reports reviewed 
in the literature, of standard, texts on der- 
matology and allergy, and our cases, we 
wish to suggest a classification for the 
cutaneous reactions to chloral hydrate: 

I. Erythematous and exanthematous 
A. Erythema only 
B. Scarlatiniform 
C. Morbilliform 
D. Papular * 
E. Erythema-multiforme-like 
bullae) 

II. Urticaria and angioneurotic edema 

III. Hemorrhagic 
A. Purpura simplex 
B. Petechiae and ecchymoses 

IV. Eczematous 
A. Contact (external) 
B. Internal administration (oral, rectal) 

. V. Exfoliative dermatitis 

__ A. Primary 
B. Secondary to other types 
VI. Erythema multiforme (bullous) 
VII. Fixed eruptions 
VIII. Ulcerative 
A. Acral 
B. Decubitus 
1X. Pyoderma-like 
A. Pustular 
B. Acneform x 
C. Furuncle and carbuncle 
X. Miscellaneous (morphologic) 
A. Vesicular (not eczematous) 
B. Bullous (if not erythema multiforme) 
C. Lichenoid 

The commonest dermatologic manifesta- 

tions of hypersensitivity to chloral hydrate, 


( without 





+ References 10, 11, and 34. 


like those to most other drugs, are ery- 
thema, exanthemata (scarlatiniform), urti- 
caria, and eczematoid dermatitis. We 
should like to emphasize that the eruption 
usually begins on the face or back, sub- 
sequently involves the neck, chest, and arms, 
finally may become generalized or universal, 
and is followed by desquamatjon or exfolia- 
tion. [Fever is fairly common, and the pa- 
tient may be acutely ill. The eruption 
appears within several hours to as long as 
10 days after the ingestion of the drug 
(average of 4 to 6 days). When admin- 
istration of the drug has been discontinued 
the patient rather promptly recovers, ordi- 
narily within 5 to 10 days. In addition to 
cutaneous reactions, somnambulism, as 
reported in two of our cases, may occur. 

Patch testing and readministration of the 
drug for test purposes were not done, since 
we felt that the clinical features and course 
were sufficient to support our diagnosis. 
We believe in the wisdom imparted in the 
statement of Sulzberger*®: 

In general, it is wiser to let well enough alone, 
and once elimination of a drug has cleared up a 
condition, to remain satisfied with this partial 
proof of etiologic significance, rather than to 


attempt to establish the more conclusive proof 
through readministration. 


We agree with others that reactions to 
chloral hydrate are infrequent, but one 
should be fortified with the knowledge that 


‘they do occur and may be very severe. A 


high index of suspicion of possible allergic 
reactions should be maintained when chloral 
hydrate is being used. Despite the fact that 
we have observed several adverse reactions, 
we believe that chloral hydrate is a rel- 
atively safe and effective hypnotic and has 
a definite place in our dermatologic for- 
mulary. We have used chloral hydrate 
more frequently than any other hypnotic 
since 1945, and our incidence of reactions 
is admittedly very low. 


Summary 
Seven cases of allergic cutaneous reactions 
and two cases of somnambulistic reactions 
resulting from chloral hydrate have been 
presented. The pharmacology, toxicology, 
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and a classification of the cutaneous erup- 
tions due to chloral hydrate have been sug- 
gested. 
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The case described here is remarkable 
from a biologic rather than a clinical point 
of view, inasmuch as it combines a rare 
form of onychomycosis and infestation of 
the same nail with a mite, with a common 
fungus infection of the feet. The tinea 
pedis was caused by Trichophyton menta- 
grophytes, while the nail was found to be 
infected with Scopulariopsis brevicaulis. 


Report of Case 


Clinical Aspects—A 58-year-old postal worker 
was first seen in our Clinic on June 3, 1955. He 
complained of a bullous eruption on the left sole 
of two weeks’ duration. On examination a large 
bulla was seen in the center of the plantar surface. 
The left big toenail was discolored, brittle, and 
deeply undermined. The discoloration appeared in 
the shape of an isosceles triangle, with the long 
side extending diagonally across the nail, and the 
distal and external lateral edges forming the iso- 
sceles (Fig. 1). The color was brownish-yellow. 
Great masses of soft debris had accumulated under 
the nail plate. A similar picture was presented 
by the second left toenail. According to the patient 
the discoloration had been present for about one 
year. No other relevant symptoms were found. 

Mycologic Findings——The roof of the plantar 
bulla was removed and examined microscopically. 
Filaments of the ringworm type were found. A 
portion of the bulla, cultured on Sabouraud’s agar, 
yielded a luxuriant growth of T. mentagrophytes 
within four days. No fungi could be demonstrated 
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microscopically in scrapings from the interdigital 
spaces of the foot, and cultures from these areas 
remained sterile. 

Microscopic examination of the subungual debris 
and clippings from the large and second left toe- 
nail showed an abundance of large (10) spheri- 
cal thick-walled spores, as well as dense tangles of 
hyphae. S. brevicaulis was cultured from the big 
toenail on two occasions two weeks apart (Fig. 2). 
No cultures were obtained from the second toenail 
despite repeated trials. 

Nail fragments. cultured on Sabouraud’s agar 
containing Actidione (3-[2-(3,5-dimethyl-2-oxocy- 
clohexyl) -2-hydroxyethy!]glutarimide), penicillin, 
and streptomycin remained sterile. After two 
weeks’ incubation on this medium, the material was 
transferred to regular Sabouraud’s medium. S. 
brevicaulis was again obtained from the large toe- 
nail within five days. * 

Entomologic Findings—Subungual debris from 
the left big toenail, examined at weekly or biweekly 
intervals, persistently Showed great numbers of 
small mites in the form of ova, larvae, and adults 
(Fig. 3). Dr. E. Baker, Department of Insect 
Identification, U. S. Department of Agriculture, 
identified this mite as belonging to the family of 


- Tyroglyphidae. 


Treatment.—The patient responded well to 5% 
ammoniated mercury ointment on the plantar sur- 
face. The infected nails were treated with am- 
moniacal silver nitrate solution.’ Here, the clinical 
picture has remained more or less unchanged, al- 
though cultures from the subungual debris and 
the nail plate have remained negative for five 
months-since this treatment was begun. A few fila- 
ments were seen occasionally in direct examination, 
but spores have disappeared. The mites disappeared 
within two months after treatment was started. 


Comment 


S. brevicaulis is a common laboratory 
contaminant whose pathogenicity in any 
given case has to be proved carefully. How- 
ever, the fungus presents a characteristic 
microscopic picture in the lesions, where 
it is readily recognized by its large thick- 
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Fig. 1—Clinical ap- 
pearance of the toenail 
from which Scopulariop- 
sis brevicaulis was cul- 
tured repeatedly. 
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walled double-contoured ‘spherical to ovoid 
spores and dense tangles of hyphae. This 
picture has been described by a number 
of authors dealing with cases of onychomy- 
cosis due to this fungus.* We may add as 
a further distinctive characteristic that 
these spores and hyphae stain very deeply 
blue when the nails are cleared in a mix- 
ture of 9 parts KOH and 1 part Parker 
Superchrome Blue-Black ink, in contrast 
to the dermatophytes and Candida albi- 
cans which stain only slightly.® 


* References 2, 3, and 4. 
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It would appear that we are dealing here 
with an authenic case of onychomycosis due 
to S. brevicaulis, on the basis of the follow- 
ing findings: 

1. Spores and mycelia typical of S. brevicaulis 
were found in great abundance within both the 
nail plate and the subungual debris of the affected 
nail. The presence of hyphae would seem to indi- 
cate that the organism found itself in an environ- 
ment favorable for proliferation. Both Blank and 
Martin-Scott showed that S. brevicaulis is able 
to utilize keratin for growth.° 

2. Cultures on Sabouraud’s agar containing Acti- 
dione, which would have favored growth of. derma- 
tophytes by suppressing mold contaminants, 
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Fig. 3.—Tyroglyphid 
mite found in subungual 
debris of toenail shown 
in Figure 1. Tangled hy- 
phae and spores can be 
seen in upper right hand 
corner of the picture. 


remained sterile. Yet S. brevicaulis was again re- 
covered when, after two weeks’ incubation in the 
presence of Actidione, the nail fragments were 
transferred to ordinary Sabouraud’s medium. 

3. Pure cultures of S. brevicaulis were obtained 
consistently from different portions of the nail 
plate and subungual debris of the infected nail. 

A culture mount showing typical spore 
heads and tuberculate spores, made three 
days after incubation and stained with 
Parker ink, is shown in Figure 2. 

The presence of the mite in the subungual 
debris is of interest inasmuch as, to our 
knowledge, such an infestation of the nails 
has not been described previously. How- 
ever, abundant and persistent though the 
mite population was, it was probably with- 





Fig. 2.—Three-day old 
culture mount of Scopu- 
lariopsis_ brevicaulis, 
showing characteristic 
sporulation. 








out clinical significance. The patient stated 
repeatedly that his toe “did not bother” him, 
as would certainly have been the case if 
the mite had any burrowing proclivities 
like, for instance, of Sarcoptes 
scabiei. It is known that Tyroglyphidae of 
the genus Dermatophagoides may exist on 
the human skin as harmless scavengers.’ 
Other tyroglyphids, such as Tarsonemus 
confusus Ewing, are notorious destroyers 
of fungus cultures and may become a 
major problem in the laboratory as they 
migrate from tube to tube.* However, the 
mite found in our patient was apparently 
not a fungus eater, since it disappeared 
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from cultures a few days after they had 
been taken and could not be found in trans- 
fers from the original isolates. Whether or 
not the mites fed on fungus elements in 
situ, or subsisted merely on the debris re- 
sulting from the infection, we cannot say. 


Summary 


An authentic case of onychomycosis due 
to Scopulariopsis brevicaulis, combined 
with infestation with an unidentified tyro- 
glyphid mite and tinea pedis due to 
Trichophyton mentagrophytes, is described 
and discussed. The nail infection responded 


well to treatment with ammoniacal silver 


nitrate. 
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Vodular Vasculttis 


Report of Two Cases of a Plaque Type Associated with Hypertension 


S. IRGANG, M.D., New York 





CANATOUU UOT LALLA 


Whitfield dissociated from erythema in- 
duratum a group of nontuberculous con- 
ditions.* It consisted of several clinical 
entities, one of which is now recognized as 
nodular vasculitis. Montgomery, O’Leary, 
and Barker introduced the term nodular 
vasculitis to describe a chronic painful, 
usually nonulcerative, nodular eruption 
occurring chiefly on the legs of middle-aged 
or older women; histologically, the principal 
changes occur in the subcutaneous layer 
of the cutaneous lesion and consist mainly 
of an obliterative vasculitis associated with 
fat necrosis and fibrosis.* 

The lesions of nodular vasculitis may 
coalesce to form plaques,t and, in my ex- 
perience, a plaque type of lesion may orig- 
inate as such. I wish to present two cases of 
a plaque type of nodular vasculitis which 
occurred in Negro women with hyperten- 
sion. 


Report of Cases 


Case 1A 51-year-old Negro woman, 5 ft. 6% 
in. (168.9 cm.) in height and 19814 Ib. (90 kg.) in 
weight, entered the clinic, complaining for the past 
three years of a tender, painful lesion on the 
left leg. For the past few years she also com- 
plained of headache, dizziness, weakness, and ex- 
ertional dyspnea. There was a hypertensive history 
of five years’ duration. About one year prior to 
the onset of the eruption, she experienced pain 
and stiffness in all fingers. There was no history 
either of thrombophlebitis or of varicosities of 
the lower extremities. Superficial varicosities of 
the legs could not be detected, and there were no 
evidences of chronic venous stasis. Furthermore, 
there was no history of trauma at the site of the 
cutaneous lesion. 


Submitted for publication Oct. 3, 1955. 

From the Department of Dermatology and 
Syphilology of the Harlem Hospital, Dr. Alex- 
ander Altschul, Medical Director. 

* References 1, 2, and 3. 





The eruption first appeared as a small flat 
tender painful- area, which gradually enlarged to 
its present size within two years. A single large 
plaque occupied the lower fourth of the lateral 
aspect of the left leg, and it extended downward 
to involve the ankle. On the leg it was 4% in. 
(11.4 cm.) across, and vertically it varied from 2 
to 2 7/8 in. (5 to 7.2 cm.) Parts of the lesion 
were ill defined, while other areas were well mar- 
ginated. The plaque was indurated, slightly de- 





Fig. 1 (Case 1).—The lesion, occupying the 
lower part of the lateral aspect of the left leg 
and ankle, was of three years’ duration. 


pressed, and brownish black, and it was adherent 
to the underlying tissues. Slight pretibial edema 
was detected over the lower half of the left leg. 
The left ankle was swollen and likewise showed 
pitting edema. During the next four months the 
lesion showed evidences of resolution in its lateral 
portion, while elsewhere it showed renewed activ- 
ity with slight extension both medially and up- 
wards; the active areas, flesh-colored at the outset 
but hyperpigmented later, were slightly edematous, 
and tender, and pitted slightly on pressure. Four 
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months after the patient was first seen, a lima- 
bean-sized plaque appeared on the medial aspect 
of the lower fourth of the left leg. Three months 
later a similar lesion developed in the pretibial 
region of the lower third of the right leg, and 
shortly thereafter a single one of similar size 
appeared in the pretibial region of the lower fourth 
of each leg. Except for size, they clinically re- 
sembled the initial lesion. 

Numerous blood pressure determinations were 
made; the systolic varied from 164 to 196 and the 
diastolic from 80 to 94 mm. Hg. An intracutan- 
eous injection of 0.1 cc. of old tuberculin in dilu- 
tion of 1:100,000 elicited a positive local reaction. 
A blood Mazzini test was negative. Blood study 
disclosed a lymphocytosis of 39%. Liver function 
tests were normal. Blood cholesterol and sugar 
determinations were within normal limits, as 
were the serum albumin and globulin. A urinaly- 
sis gave normal findings except for 2-4 WBC per 
high-power field. A roentgenogram of the chest 
showed an enlarged heart and a widening of the 
aorta. A roentgenogram of the hands showed 
osteoarthritis of the distal phalangeal joints. An 
electrocardiogram showed evidences of myocardial 
damage. 

Histological Examination—The inflammatory 
reaction affected the entire skin but it was most 
intense in the subcutis. Throughout the subcutis 
the arterioles showed pronounced thickening of 
their walls, with decided narrowing of their lum- 
ina. This pronounced arteriolar wall thickening 
was due mainly to an increased thickness of the 
intima. A connective tissue reaction was noted 
within the intima, causing at times an irregularity 
of its surface. While this fibrotic process affected 
the media to a far less extent, on rare occasions 
it was rather intense and it replaced partially 
minute segments of this layer. The lining endo- 
thelial cells of the affected arterioles appeared 
normal, as did the adventitial layer. The venules 
were not involved. Most of the fat layer was 
replaced by an intense fibroblastic reaction. Some 
of the collagenous fibers were unraveled and there 
was an accumulation of fluid between them. 
Minute foci of fat necrosis were noted in relation 
to the affected blood vessels. The perivascular 
cellular infiltrates, composed entirely of lympho- 
cytes, were sparse and they were noted only about 
the small vessels, the lining endothelial cells of 
which showed some swelling and proliferation. 

The cutis was occupied by a mild diffuse fibrosis. 
The superficial blood vessels were mildly dilated. 
Several arterioles in the deep cutis showed thick- 
ened walls with narrowed lumina; they simulated 
the changes in the arterioles of the subcutis but 
on a decidedly smaller scale. The perivascular 
cellular infiltrate consisted of an occasional lympho- 
cyte. 


The epidermis was acanthotic and showed mild 
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intercellular and intracellular edema. The gran- 
ular layer was irregular but mainly thinned. The 
stratum corneum was moderately thickened. 

Placebos were given for the first four months 
without benefit. It is questionable whether the 
nicotinic acid given orally over a period of four 
months in dosage of 150 mg. daily or the tolazo- 
line (Priscoline) hydrochloride given intermit- 
tently by the same route over the subsequent 10 
months in dosage varying from 100 to 200 mg. per 
day had any direct effect on the initial large 
plaque or the recurrent small ones. The latter 
showed resolving tendencies within two weeks 
and they healed within two months, regardless 
of the type of therapy employed; they ceased to 
appear about eight months after they were first 
noted. The initial large lesion, after several epi- 
sodes of activity, was almost resolved in 18 
months. The patient then distontinued her visits 
but returned two months later and at this time the 
lesion was practically healed. 

‘In Case 1 the formation of. the initial 
large plaque three years prior to the ap- 
pearance of a few others and its persistence 
for almost five years before resolution were 
unique clinical features. The results of 


routine diagnostic procedures. were con- 


~ 
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Fig. 2 (Case 2).—The eruption was. of nine 
months’ duration: The dark area, covering the 
lower half of the medial surface of the left leg, 
is the site of closely aggregated lesions. 
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sistent with those of nodular vasculitis. asso- 
ciated with hypertension. 

Case 2.—An obese 53-year-old Negro woman 
of average height and weighing more than 300 Ib. 
(136.1 kg.), was admitted to the clinic, complaining 
for the past nine months of a tender, painful erup- 
tion on both legs. For the past three years she 


also complained of exertional dyspnea, weakness, 
headache, and dizziness, and for the past two 
years of sharp pains in both knees. There was no 
history either of thrombophlebitis or of varicosi- 
ties of the lower extremities. Superficial varicosi- 
ties of the legs could not be detected, and there 
were no evidences of chronic venous stasis. 





Fig. 3.—Photomicrograph of the entire subcutis 
of the lesion shown in Figure 1. A significant 
connective tissue reaction replaces almost the en- 
tire fat layer. Hematoxylin and eosin. 
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“A roughly symmetrical hyperpigmented erup- 
tion, limited to the legs, was noted chiefly on the 
medial and lateral aspects. It consisted of sharply 
marginated and ill-defined flat, indurated, mod- 
erately tender, various-sized plaques which were 
attached to the underlying tissues. The ‘lesions 
pitted slightly on pressure; the recent ones were 
chiefly on the medial aspects, while on the oppo- 
site surfaces they were mainly in process of reso- 
lution. The medial aspect of the lower half of 
the left leg was literally covered with fully devel- 
oped closely set lesions, causing it to appear as 
a single large plaque. Edema was present on the 
lower half of the legs. The ankles were swollen 
and they likewise pitted on pressure. On admission 
the blood pressure was 160/110, but during the sub- 
sequent 10 weeks of observation the systolic varied 
from 160 to 216 and the diastolic from 90 to 120 
mm. Hg. 

A blood Mazzini test was negative. A urinalysis 





showed normal findings except for 6-8 WBC per 
high-power field. An intracutaneous injection of 
0.1 cc. of old tuberculin in dilution of 1:100,000 
gave a negative result. Blood study showed a 
lymphocytosis of 45%. Blood cholesterol was 
250 mg. and sugar 88 mg. per 100 cc. Serum al- 





" 4 / $ 
° ea” os ee: : *: 


Fig. 4.—Higher-power photomicrograph of the 
upper part of the lesion shown in Figure 3. The 
arteriolar wall is thickened. and. fibrotic. and its 
lumen is narrowed. Foci of fat necrosis lie ad- 
jacent to it. Hematoxylin and eosin. 


+ hte ly tet Te athe 
Fig. 5.—Higher-power photomicrograph of the 
deep part of the subcutis of the lesion shown in 
Figure 3. The cellular infiltrate is sparse and is 
present only about the small blood vessels. The 
arterioles here are also involved. Note the un- 
raveled collagenous fibers on the left. Hematoxylin 
and eosin. 
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bumin and globulin determinations were normal. A 
roentgenogram of the chest showed an enlarged 
heart and a widened, tortuous aorta. A roentgeno- 
gram of the knees showed marked osteoarthritic 
changes. Amn electrocardiogram disclosed evidences 
of myocardial damage. 

Onset of resolution in each newly formed cu- 
taneous lesion was noted within three weeks and 
healing was complete in each in about two months, 
no treatment having been given during this period. 
The patient was under observation for only 10 
weeks, but at the end of this period the eruption 
was almost healed. Histological examination of 
a cutaneous lesion disclosed findings which were 
practically identical with those in Case 1 except 
that the venules: of the subcutis were also affected 
in a manner similar to that of the arterioles. 
Moreover, there was less fibrosis and a slighter 
degree of fat necrosis than in Case 1. The ap- 
pearance of the epidermis also differed but this 
was of minor significance; it was partially atro- 
phic, and edematous reactions were lacking, but 
the stratum corneum was definitely thickened. 

In Case 2 the clinical characteristics of 
the eruption differed from those observed 
in Case 1 in so far as they related to the 
mode of onset, number of lesions, their 
grouping tendency, and their distribution. 
The period required for healing of lesions 
in Case 2 coincided with that of the second- 
ary ones in Case 1. Another interesting 
observation in both patients was the pres- 
ence of an osteoarthritis which preceded 
for about one year the appearance of cuta- 
neous lesions. 


Comment 

Whitfield, by detaching from erythema 
induratum a group of nontuberculous dis- 
eases, laid the foundation for the creation 
of the recently recognized clinical entity, 
nodular vasculitis. Whitfield was first to 
describe it under the title of nontuberculous 
erythema induratum.f Moreover, he stressed 
the age and sex in which this disease oc- 
curred and was cognizant of its develop- 
ment on the basis of local vascular distur- 
bance. The association of nodular vasculitis 
with hypertension was a notable observa- 
tion.t There is general agreement with 
O’Leary that nodular vasculitis is primarily 


+ References 1 and 5. 
¢ O'Leary, P. A., in discussion on O’Leary and 
others." 
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vascular in nature. Yet it is debatable 
whether the vascular abnormality is truly 
an inflammatory one. Bettley believes that 
the thickening of the vascular walls is hy- 
pertrophic or obliterative in character and 
not essentially inflammatory in type.® 
Bettley’s case® and one of Whitfields ? 


presented a single plaque type of lesion in | 


addition to the usual nodular ones, the 
coalescence of nodules resulting in the for- 
mation of a plaque. There is no report 
relative to their development originally as 
plaques. This phenomenon was observed in 
both of my cases. Other clinical types of 
nodular vasculitis may be documented in the 
future, if Michelson’s prediction holds true, 
namely, that “it is impossible to describe 
or even ontline all variations which this 
form manifests.”® 

In the two cases of a plaque type of 
nodular vasculitis presented, the eruption 
was confined to the legs. Examination of 
both patients revealed almost identical re- 
sults except that in Case 1 the lesions were 
sparse and asymmetrical while those in Case 
2 were relatively numerous and symmetric- 
ally disposed. Both of these Negro women 
were overweight and in the sixth decade of 
life; both had hypertension, roentgeno- 
graphic evidences of widened aortas and of 
osteoarthritis, electrocardiographic indica- 
tions of myocardial damage, and blood study 
in each showed a lymphocytosis. Histological 
examination of cutaneous lesions disclosed 
identical results except for the additional 
involvement of the venules of the subcutis 
in Case 2. The principal histopathological 
findings were noted in the subcutis. They 
consisted of predominant thickening and 
fibrosis of the walls of the arterioles or of 
both arterioles and venules with decided 
narrowing of their lumina, presence of fat 
necrosis in relation to the affected blood 
vessels, replacement of the major portion 
of fat cells by an intense fibrotic process, 
disorganization of part of the collagenous 
fibers, and the presence of a relatively 


§ O'Leary, P. A., in discussion on O’Leary and 


others.” 
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sparse lymphocytic infiltrate about the small 
blood vessels. 


Summary 

Two cases of a plaque type of nodular 
vasculitis, occurring in obese, hypertensive 
Negro women in the sixth decade of life, 
are presented. 

The clinical characteristics of the eruption 
in these cases were somewhat dissimilar, 
but the results of the various laboratory 
investigations were practically identical. 

Dr. Vera Dolgopol, pathologist of the Harlem 
Hospital, assisted in the interpretation of the his- 
topathological findings. Mr. Edward Entin made 
the photographs. 

160 Riverside Drive (24). 
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ohoins During "Meir Separation 
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Col. FRANKLIN H. GRAUER (MC), U. S. Army 





The simultaneous occurrence of dyshi-. 


drosis in monozygotic twins recorded in this 
report is especially noteworthy because of 
the unusual circumstances under which the 
eruptions occurred. Furthermore, these cir- 
cumstances allowed an approximate evalua- 
tion in these patients of. the relative roles 
played by intrinsic factors and external 
irritants in evoking or aggravating the dis- 
ease, a disorder in which the fundamental 
etiology still remains to be clartfied. 


Report of Case 


These 21-year-old white male twins were judged 
to be monozygotic on the basis of identical physi- 
cal appearance. They had the same hair color and 
texture, similar fingerprint patterning, and similar 
iris markings.’ They first developed identical 
vesicular eruptions on their hands and fingers at 
the age of 14 during a period of parental strife. 
Their eruptions persisted with varying severity for 
two years, despite various local medicaments, and 
finally cleared simultaneously in both individuals, 
according to their statements, after a single super- 
ficial x-ray treatment. 

At the age of 18 one twin (A) was employed 
for more than a year as an automobile mechanic; 
this work necessitated exposure of his hands to 
oils and greases that required removal by washing 
with strong abrasive detergent cleansers. The other 
twin (B) obtained employment with a telephone 
company, where he handled only clean electrical 
parts and could avoid exposing his hands to strony 
external irritants. During this period neither twin 
experienced skin difficulty. 

In March, 1953, at the age of 19, both brothers 
entered the Army, and after completing basic 


Submitted for publication Oct. 24, 1955. 
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training they were stationed in Berlin, Germany, 
and billeted together despite their different occupa- 
tions. The one (A) continued to handle motor 
parts which required exposure to oils, greases, 
and abrasive detergents, while the other (B) con- 
tinued to handle only clean electrical equipment. 

In May, 1954, for the first time in their lives, 
these twins were continuously separated for two 
months, while the one (A) went to a training 
school. During this period each twin experienced 
an acute recurrence of his vesicular hand eruption 
accompanied later by a milder, similar eruption 
on the left foot. Neither twin knew of the other’s 
eruption until after they were reunited, and they 
never at any time wore each other’s clothing. 

Prior to evacuation to Walter Reed Army Hos- 
pital, the eruptions were treated with local applica- 
tions of undecylenic acid containing antifungal 
ointment and powder. On this regimen the erup- 
tions failed to improve and became severer, show- 
ing pus formation and crusting. Prompt improve- 
ment occurred after hospitalization and local use 
of boric acid solution soaks and bland ointments. 
The twin (A) who handled motor parts and whose 
eruption was somewhat severer and more extensive 
than the other’s was given bacitracin ointment to 
be used topically for a short time to control what 
appeared to be secondary bacterial infection. 

On admission to Walter Reed Army Hospital, 
a general physical examination revealed normal 
condition in both patients except for their essen- 
tially nonpruritic skin eruptions. Twin A had an 
eruption consisting of vesicles in various stages 
of evolution and involution along the sides of all 
fingers, the right fifth and the left index finger 
being most severely affected. There were also 
scattered, crusted and scaly, eczematoid patches 
on the backs of the hands and a multilocular pustule 
on the sole of the left foot. The eruption on the 
hands of the other twin (B) was similar thouch 
less severe, even though he had a more exten-'ve 
vesiculopustular eruption on the left foot. 

Routine chest roentgenograms, blood counts, 
urinalyses, and Kahn tests revealed no abnormalities 
in either twin. Microscopic examinations and cul- 
tures of vesicle tops for fungi from the hands as 
well as the feet were negative in both cases. There 
was no family history of atopic disease. 

Attempts were made to isolate a possible and 
perhaps unknown virus from the vesicle fluid and 
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Appearance of eruptions. The hands and feet of one twin (B) are shown on the left; the 
hands and left sole of the other (A) are shown on the right. 


scrapings from one twin’s (A) lesions by passages 
on chorioallantoic membranes of embryonated 
eggs, in suckling mice, and in HeLa cell tissue 
culture (human cervical epidermoid carcinoma), 
but no virus could be detected.* Complement fixa- 
tion test for herpes simplex virus was positive 
with this twin’s serum only at minimal dilutions, 
suggesting old rather than recent infection with 
herpes simplex virus. 


Comment 


The occurrence simultaneously in identical 
twins of various skin disorders of unknown 
cause which are not clearly recognized as 
hereditary or congenital in nature, such as 
infantile eczema,” lichen planus,® alopecia 
areata,* rosacea,° dermatitis herpetiformis,® 
and granuloma annulare,’ has been reported 
on several occasions, but in most cases it 
has not been possible to assess the relative 


* The virus studies were done by Lieut. H. M. 


Meyer Jr. (MC), in the Department of Virus and 
Rickettsial Diseases; Army Medical Service Grad- 
uate School, Washington, D. C. 


roles of intrinsic versus extrinsic or environ- 
mental factors in causing the simultaneous 
disease. 

In the cases of vesicular hand eruptions 
reported here, where, during separation, 
simultaneous flare-ups occurred in identical 
twins without each other’s knowledge, in- 
trinsic factors apparently played the major 
role. Under intrinsic factors we would in- 
clude congenitally determined factors as well 
as emotional stresses brought about by sepa- 
ration and military service. One twin (A) 
definitely stated that he believed the. out- 
breaks of his eruption were correlated with 
periods of emotional stress. 

The definite but relatively less important 
factor in these cases of exposure to external 
contact irritants in aggravating the eruption 
is illustrated only by the greater severity of 
the eruption in the one twin. Also, that such 
external irritants.were not prime factors in 
precipitating or causing the eruptions is 
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clear from the fact that the other twin (B), 
without such exposure, developed the erup- 
tion and that during periods of little emo- 
tional stress the first twin could well tolerate 
rather severe exposure to harsh contact hand 
irritants without difficulty. 


Summary . 


The simultaneous occurrence of dyshi- 
drosis in monozygotic twins during a period 
of separation from each other while on 
military duty is reported. The circumstances 
under which their eruptions appeared sug- 
gest that intrinsic factors (congenital fac- 
tors and/or emotional stresses) rather than 
exposure to harsh contact irritants played 
a relatively greater role in evoking their 
eruptions. 

Attempts to isolate virus from the acute 
vesicular lesions in one of the patients by 
passage of vesicle fluid and scrapings on 
chorioallantoic membranes of embryonated 
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eggs, in suckling mice, and HeLa cell tissue 
cultures all failed. 
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On reviewing the subject of ectodermal 
dysplasia with mesodermal involvement we 
found that to date fewer than 100 cases of 
congenital ectodermal defect have been re- 
ported in the world literature®; those with 
mesodermal involvement have been even 
rarer. Many of the cases reported are in- 
complete and not authenticated. Involvement 
of the mesodermal layer certainly is a rarity 
in this entity, and those cases reported in 
which the central nervous system has also 
been involved have not been described in 
sufficient detail. McKee and Andrews, in 
their magnificent exposition on the subject 
of congenital ectodermal defect, state that 
the combination of ectodermal defect with 
anomaly of the mesodermal layer is an ex- 
ception. When the latter is associated with 
the ectodermal defect, the abnormalities 
noted by different authors are the following: 
cleft palate (complete or incomplete), satyr 
ears (McKee and Andrews), syndactylia 
(Cole), polydactylia, epispadia and hypos- 
padia, absence of mammary gland, small and 
undescended testicles (Christ), disturbances 
in the pigmentation of the skin, leucoderma 
and overdevelopment of penis, absence of 
lens and cataract (Cole), absence of the iris 
and luxation of the lens, atrophy of the 
medulla, and microphthalmia (Cole). 


Submitted for publication Oct. 17, 1955. 


From the Medical Department, Fajardo 
District Hospital, Fajardo, and the Depart- 
ment of Pathology, Bayamon District Hospital, 
Bayamon, Puerto Rico. 


Because of the relative rarity of combined 
mesodermal and ectodermal dysplasia we 
wish to report the following two cases : 

Case 1.—A white youth, 19 years old, was ad- 
mitted to the Fajardo District Hospital com- 
plaining of “hot flushes” all his life. He stated 
that hot flushes were felt mainly when he was 
exposed to hot weather. Generally he has kept 
out of the sun and in hot weather he feels very 
uncomfortable, his skin is hot and dry, and he 
does not sweat. He obtains relief only by im- 
mersion in cool water or by staying in cool 
places and must bathe five or six times during 
the day. Family history revealed that a brother, 
who died of pneumonia at the age of 1% years, 
was born without hair and with amastia, and 
had no teeth up to the time of his death. Four 
brothers and sisters are apparently in good 
health. Another brother (Case 2) has the same 
disease. The patient also stated that he suffered 
occasional episodes of epistaxis and recurrent 
tonsillitis. On examination he was found to 
have scanty thin dry hair in sealp (Fig. 2), 
sparse hairs in the eyebrows and eyelashes. 
His nostrils showed absence: of cilia, no secre- 
tion, and a markedly dry mucosa (Fig. 1). 
Optic disks were pink, with evidence of some 
myelinated fibers at the margins, and the veins 
were wide and tortuous. The lower and up- 
per gums were aplastic, and only four molars 
were noted in the upper jaw (Fig. 1). The 
nipples were absent, and pubic hair was lacking 
(Figs. 3 and 5). Axillary hair was scanty, 
and nails were spoon-shaped. The skin was 
dry, coarse, and hot. There was absence of 
hair throughout the body except in the axillae. 
When the skin was scratched, white streaks 
were left (Fig. 4). 

Neurologic examination was _ essentially 
negative. Laboratory findings, including urin- 
alysis, blood cell counts, serology tests for 
syphilis, and blood chemistry studies, were 
negative. The cerebrospinal fluid was clear 
and colorless and had an initial pressure of 
130 mm. of water. The cell count and the glu- 
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Figure 1 


Figure 3 


cose value were normal, but the total protein 
was 101 mg. per 100 ml. The basal metabolic 
rate and the electrocardiogram were normal. 
Ten milligrams of pilocarpine nitrate was given 
subcutaneously, and approximately 10 minutes 
later the patient noticed excessive salivation. 
No changes in sensation of warmth, pulse, or 
respiratory rate were noted during the test. 
Definite absence of sweating was noted: over 
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Figure 4 


Figure 5 


the entire body surface. X-ray films showed 
normal appearance of the chest, questionable 
thinning of the bones of the skull, absence of 
alveoli in the lower jaw, and presence of only 
three molars in the upper jaw. A section of 
skin from the posterior aspect of the left fore- 
arm was taken for biopsy. 

Case 2.—The patient, a brother of Case 1, was 
a 26-year-old white man with similar history. 
He had scanty eyelashes and eyebrows, with 
sparse thin dry hair in the scalp, aplasia of the 
lower gums. and teeth, and only two molars in 
the upper jaw (Fig. 6). Nipples and breasts 
were atrophic. Genitalia showed scanty pubic 
hair. Neurolgic examination was _ negative. 
The skin was dry, hot, and coarse. There was 
absence of hair throughout the body, except in 
the axillae and scalp, where it was scanty (Fig. 
7). Spinal fluid showed a normal cell count and 
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Figure 6 





Figure 7 


sugar value, but the total protein was 120 mg. 
per 100 ml. Laboratory findings were not 
relevant. Basal metabolic rate and electrocardio- 
gram were normal. An x-ray film of the skull 
showed absence of alveoli in the lower jaw 
and only two molars in the upper jaw (Fig. 
8). An injection of 10 mg. of pilocarpine nitrate 
subcutaneously induced no sweating anywhere 
on the body. A section of skin was taken 
from the posterior aspect of the left forearm 
for biopsy. 

Histopathology.—Epidermis: The stratum cor- 


neum is irregular in thickness and is formed 


by multiple thin wavy loose scales of horny 
substance, which are seen detached or partially 
absent in many of the sections from both pa- 
tients. The stratum granulosum in most of 
the sections has one to three layers of elongated 
or polygonal cells of the epidermis which are 





Figure 8 


fairly normal. However, in some places there 
are fields formed by cells longer than normal, 
which are perpendicularly arranged against the 
dermis. Intracellular edema is séen in some of 
the cells of the stratum mucosum. The prick- 
les are of normal appearance in the cells of 
the stratum Malpighii in all the sections. 
Mitoses in the Malpighian body are very rare. 
Fine granules of brownish pigment are oc- 
casionally seen in the prickle cells toward the 
midportion of the rete Malpighii in both cases. 
The stratum germinativum is usually formed 
by a single layer of darkly stained elongated 
cells but occasionally by two layers of cells. 
Intracellular edema and spongiosis are observed 
in the basal-cell layer. Occasionally, there is 
pyknosis and karyorrhexis in the cells of this 
layer. The better preserved cells contain fairly 
abundant granules of melanin pigment. The 
rete ridges are irregular in height and confor- 
mation and are usually short, wide, or puncti- 
form. 

The dermal papillae are wide and flattened, 
and they are not present in many places, thus 
giving the epidermis an irregular wavy appear- 
ance. Intradermal sweat ducts are not in 
evidence (Figs. 9-11). 

Dermal Structure: There is an irregular 
distribution of the amount of collagen, es- 
pecially in the papillary layer. The collagen 
bundles are thin and atrophic and are _ irreg- 
ularly arranged in a reticulated fashion, with 
the formation of interstitial spaces. Many of 
the collagen bundles show “fibriflar disruption, 
fragmentation, hyalinization, and moderate 
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Fig. 9 (Case 1).—Note absence of the pilose- 
baceous apparatus. Sweat glands are repre- 
sented by, hypotrophic segments of the coiled 
portions of the gland. No excretory ducts or 
pores were seen in serial sections. Collagenous 
bands are poorly developed and are stained 
pale, hyalinized, and fragmented Hematoxylin 
and eosin stain; reduced slightly from mag.X 
100. 








Fig. 10.—A higher magnification of Figure 9, 
showing appearance of the collagenous sub- 
stance in greater detail. Hematoxylin and 
eosin stain; reduced about 1/5 from mag. X 
220. 


basophilia (Fig. 10). The collagen stains un- 
evenly with Masson’s trichrome stain. The 
elastic fibers in the papillae are thinner than 
normal when demonstrated with the Weigert 
stain and compared with sections of the skin 
of the same area of normal persons of the 
same age. Elastic fibers are absent in many 
areas of the upper dermis but reduced in the 
deeper corium (Fig. 13). The capillaries of 
the dermis are dilated, and many show endo- 
thelial hypertrophy and thickening of the walls. 
There is a mild perivascular round-cell infil- 
trate about the dilated capillaries. 

Epidermal Appendages.—The 
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glands, hair follicles, arrectores ‘pilorum, and 
smooth muscle fibers are absent in the sections 
in both cases. Only one group of sweat glands 
was observed in the sections selected for study 
(Figs. 9-12), and these consisted of small coiled 
ducts lined with a single layer of cuboidal cells.. 
Their lumens were small or apparently absent. 





Fig. 11 (Case 2).—Note the similarity of ap- 
pearance of the derma to that described for 
Case 1. The thickness of the keratinized layer 
was more marked in Case 1. 






Fig. 12.—Detail of one of the groups of poorly 
developed sweat glands occasionally seen in 


sections in both patients. Hematoxylin and 
eosin stain; X 450. 





Fig. 13.—Weigert elastica-van Gieson’s stain. 
Elastic fibers are scant, thinner than normal, 
short, and fragmented. Many fibers appear 
poorly impregnated by the dye. The arrange- 
ment of these fibers is somewhat irregular; 
reduced about 1/5 from mag. x 220. 




































These glands were enveloped by a fibrous 
capsule deficient-imtéllagen (Fig. 12). 


Comment 


These two cases are examples of congeni- 
tal ectodermal dysplasia with mesodermal 
involvement. It is interesting that in a great 
majority of the cases so far reported no 
involvement of the central nervous system 
was mentioned. In our review of the litera- 
ture we have not found any report of the 
protein concentration in the cerebrospinal 
fluid. It is significant that both of our pa- 
tients showed, as the only abnormal neuro- 
logic finding, an increased concentration of 
protein in the cerebrospinal fluid. We have 
no explanation for this abnormality, but 
it may have some significance. Undoubtedly 
a hereditary factor was operative in our 
cases. A brother of these patients died early 
in life with the same defect. In regard to 
the mesodermal layer involvement, the 
changes noticed included the following: 
atrophy of both upper and lower gums (Fig. 
1), absence of elastic fibers and collagenous 
bands, and definite absence of nipples (Fig. 
3). Congenital ectodermal dysplasia with 
amastia is said by different authors to be 
very rare (Osbourn ® and others). In Case 
1 the bilateral amastia (Fig. 3) is obvious. 
This is the sixth case reported having asso- 
ciated congenital ectodermal dysplasia. In 
Case 2 the breasts as well as the nipples were 
definitely underdeveloped. The repeated 
epistaxis in Case 1 may have been related 
to the atrophy and dryness of the nasal 
mucosa. 

The diagnosis of congenital ectodermal 
dysplasia with agenesis of the sebaceous 
glands, hair, and smooth muscle of the 
dermis and hypoplasia of the sweat glands 
is applicable in our cases. In these two 
cases there is histologic evidence of total 
agenesis of the sebaceous glands, hair fol- 
licles, and arrectores pilorum and hypoplasia 
of the sweat glands. The latter were not 
only hypoplastic but so scarce that only a 
small group was demonstrated in serial 
sections. Similar findings are described by 
Helweg-Larsen and Ludwigsen in their 
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cases. These glands were formed by a single 
layer of cuboidal cells, as can be seen in 
Figure 12, which leads us to believe that 
these structures correspond to the coiled 
segment of the glands. The excretory ducts 
of these hypoplastic glands were represented 
by short blind tubes made up of flat cells 
and did not extend to the epidermis. The 
abnormalities of the epidermal appendages 
were associated with hypoplasia of the col- 
lagen and elastica in the upper corium and 
papillae. The changes in the dermis are 
variable even within sections of the same 
case. Thus, McKee and Andrews,! Lord 
and Wolfe,? and Upshaw 5° describe a normal 
or nearly normal dermis in their cases. On 
the other hand, Cole and his associates * 
describe focal collagenic deficiency in the 
dermis, a change which is present in our 
patients. Just as in Cole’s cases, in our 
patients the elastic fibers were poorly de- 
veloped and scarce or absent in the papillary 
layers of the dermis. Figure 13 includes 
one area showing absence of elastic fibers. 

We cannot offer an explanation for the 
pathologic changes found in the dermis and 
in the epidermis associated with the dermo- 
epidermal dysplasia in these cases, but we 
believe that the latter are closely related 
to the altered physiology of the skin. 

After pilocarpine injection we tried to 
detect sweating, but it was absent on the 
whole body surface after a half-hour ob- 
servation in both cases. Little attention has 
been paid to this test in the cases so far 
reported. 

Concerning the etiology of the condition, 
it is said that it is transmitted by a recessive 
sex-linked gene passing from the mother to 
the male offspring. Clinically it appears more 
often in the male, and frequently, though 
not necessarily, in only one member in each 
generation. There are three cases in one 
family in this report. Zoon and Van Steen- 
bergen have described the congenital ecto- 
dermal defect occurring in both sexes, in 
contrast to what has been said before. The 
heredity was appreciably related with the 
sex, and the defect probably was inherited 
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as a recessive characteristic. Upshaw and 
Montgomery,® reviewing the literature, did 
not find uniformity in genetic transmission. 
Geneticists emphasize that the same ab- 
normal character may be sex-linked, domi- 
nant, or recessive in different families. 
Spira described a case which he thought 
was a congenital ectodermal dysplasia ac- 
quired intra-uterinely and due to the action 
of fluorine. It is said that injury during the 
third month of uterine life may play an 
important role in this condition.!2 There is 
no uniformity as to the incidence of this 
defect in different races. It has been. re- 
norted both in white persons and in Negroes 
(Metson and Williams,* Osbourn®), but the 
incidence is greater in white persons. We 
are unaware of any report of a case in the 
Mongolian race. It is surprising that, in 
spite of the lack of sweating in these per- 
sons, they do fairly well, and they usually 
complain of a warm sensation. Our patients 
had no sign of intoxication, and their renal 
status and urinary output were normal. 


Summary 

Two cases are reported of congenital an- 
hidrotic ectodermal and mesodermal dys- 
plasia wih atrichia and amastia occurring in 
brothers. An unexpected finding was in- 
creased concentration of total protein in the 
cerebrospinal fluid, for which we do not 
have an adequate explanation. 

Dr. N. Riffkinson, Neurosurgeon, Bayamon 


District Hospital, and Dr. Felix M. Reyes, 
Chief Pathologist, San Patricio Veterans Ad- 
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ministration Hospital, gave helpful criticism in 
the preparation of the manuscript. 
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The case herein reported was diagnosed 
as lichen myxedematosus from biopsy in 
1950, by Drs. Montgomery and Underwood, 
and was included in a series of cases re- 
ported by them.' The patient, a Negro man, 
was 35 years of age at that time. He was 
first seen by Dr. M. A. Forbes and in subse- 
quent years was seen by several other 
dermatologists.* 

At no time through these years was there 
a regression of the generalized squamous 
eruption. Frequent notations on the hospital 
and outpatient charts of the patient by 
dermatologists noted the striking resem- 
blance, clinically, to generalized discoid lupus 
erythematosus. 

About three years prior to his death, the 
family and his attending physicians first 
noted the onset of what was to be a pro- 
gressive mental deterioration. This psychosis 
assumed severe proportions of an organic 
type, and he was finally admitted to the 
Austin State Hospital. Although his appetite 
was usually good, according to the nurse’s 
notes, his weight gradually decreased. At 
autopsy, his weight was 90 Ib., compared 
with his normal weight of about 145 Ib. 

The autopsy was performed by Dr. C. 
de Chenar. The material was sent to Dr. 
Hamilton Montgomery, who, in collabora- 
tion with Dr. W. A. Bennett, of the depart- 
ment of pathology at the Mayo Clinic, and 
on the basis of the protocol furnished by 
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* Drs. Lee Edens, Morris Polsky, of Austin, and 
Clarence Livingood, formerly Professor of Derma- 
tology at the University of Texas, School of Medi- 
cine, Galveston. 


Dr. Chenar, has furnished us with a report 
of the histopathologic findings, which are 
incorporated herein. 

It is interesting to note that, in our case, 
many of the internal organs revealed pres- 
ence of an amorphous material, staining 
pink with mucin stain. In one of Mont- 
gomery’s cases, which was studied at 
autopsy,} there was no evidence of myxe- 
dematous changes in any of the internal 
organs. 

There are two excellent and thorough 
articles regarding the clinical aspects, etiol- 
ogy, and pathogenesis of this condition 
together with a review of the literature.f 
In addition, Gottron,* under the title 
of ‘“Skleromyxédem (Eine eigenartige 
Erscheinungsform von Myxothesauroder- 
mie),” discussed the formation of precolla- 
gen fibers and possible formation of mucin 
from collagen fibers. He emphasized 
metachromatic staining with toluidine blue 
and preferred the term scleromyxedema to 
lichen myxedematosus. In view of the sub- 
sequent course of the disease, and owing 
to the fact that a total of three of the 
original cases have now died, Montgomery § 
would prefer the term suggested by 
Lorincz, lichen fibromucinoidosis. In none 
of the cases reported has there been any 
evidence of disturbance of the thyroid or 
other endocrine glands. The condition, 
therefore, is distinctly separate from true 
myxedema or localized myxedema. The 
pathogenesis remains to be determined. 

In perusing the literature, one is struck 
by the varied clinical pictures that have 


been .noted in cases of lichen myxedema- 


+ Montgomery, H.. in discussion of Buchholz.” 

{ References 1 and 3. 

§ Montgomery, H.: Personal communication to 
the authors. 
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tosus. References are made to the clinical 
resemblance to xanthoma, granuloma 
annulare, leiomyoma, syringoma, neuroder- 
matitis, parapsoriasis, poikiloderma, utti- 
caria, etc. As mentioned, our case strongly 
resembled generalized chronic lupus ery- 
thematosus. In-all cases, however, the com- 
mon denominator and diagnostic criterion 
is the histologic picture. 


Pathologic Findings 
Gross Description—Except for an extreme de- 
gree of emaciation, the most marked findings were 
in the skin and brain. The skin exhibited general- 
ized maculopapular, hyperpigmented plaques meas- 
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Microscopic -Description—The most significant 
findings were those of deposition of mucin, mainly 
in the skin but also in the blood vessels and in the 
perivascular connective tissue of the heart, kidney, 
pancreas, and adrenal gland. 

The skin reveals diffuse deposits of mucin ap- 
pearing pink with Mayer’s mucicarmine in the 
form of fine fibrils diffusely just beneath the epi- 
dermis in the upper cutis, corresponding to the 
histopathologic picture seen in the skin in myxe- 
dema, and also in so-called localized myxedema 
(Fig. 2). Mucin also was found diffusely in rela- 
tion to the connective tissue fibers throughout the 
cutis, about the eccrine sweat glands and in the 
various layers of the walls of the blood vessels. 
Mucin also could be seen within the cutaneous 
nerve bundles. No mucin was present in the 
muscle beneath the skin. There was some increase 


Fig. 1.—Black and 
white print from Koda- 
chrome transparency, 


showing gross picture on 
chest, abdomen, and left 
arm. 


in ‘fibroblasts in the cutis, and many of the blood 
vessels in the mid and lower cutis revealed varying 
degree of thickening of the walls of the vessels 
and partial occlusion of the lumen. There was 


uring 1 to 4 cm. in diameter (Fig. 1). The 
hypophysis occupied approximately two-thirds of 
the sella turcica. The gross appearance of the 
other organs was essentially normal. 


Fig. 2.—Skin of chest. 
Note diffuse fine fibrils 
and granules of mucin 
appearing gray to black 
in photomicrograph. 
Mayer’s mucicarmine 
stain; x 90. 
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very little subcutaneous tissue. There was atrophy 
of the fat cells together with a slight lymphocytic 
infiltrate between the fat cells. 

The mucin, appearing pink to red with mucicar- 
mine stain, was found in the media and in the 
inner regions of the adventitia in the vessels in 
the heart, and there was a focal area of mucinous 
degeneration under an atheromatous plaque in 
one of the coronary arteries (Fig. 3). The myo- 
cardial fibers of the heart were separated by a 


Fig. 3—Cardiac 
muscle fibers and 
strands of mucin stain-° 
ing black in  adven- 
titia of the blood vessels 
and lesser deposits 
throughout the vessel 
wall and = about it. 
Mayer’s mucicarmine 
stain; x 90. 


dense connective tissue with some granulation of 
the fibers. Where degeneration was the greatest 
there was an infiltration of lymphocytes and an 
occasional polymorphonuclear leucocyte. The pro- 
liferating fibroblasts about the degenerating muscle 
fibers. however, revealed none of the myxedematous 
material. Stains for amyloid were negative. Mucin 
was also present in the perivascular connective 
tissue of the kidney and in Bowman’s capsule, and, 
accompanying this change, there was an acute 
glomerulitis. An occasional epithelial crescent was 
also present. The skeletal muscles had undergone 
degeneration with an infiltration of lymphocytes. 
No mucin was found in the perivascular connective 
tissues between the muscles. There was some 
mucinous material in the adrenal glands together 
with loss of lipoid material. The pancreas also 
contained mucin within the adventitia of the thick- 
ened walls. Deposits of mucin were not found 
in the brain, thyroid, lymph nodes, lungs, liver, 
or gall bladder. 

The brain revealed focal areas of demyelination 
with gliosis. The immediate cause of death was 
bronchopneumonia and bronchitis with abscess 
formation. The degeneration of the myocardium 
and muscle fibers could be related to the emancia- 
tion and poor nutritional state of the deceased. 
The other postmortem findings were not of spe- 
cial significance. 


Summary 


The autopsy findings in a case of lichen 
myxedematosus (lichen fibromucinoidosis ) 
in a 35-year-old male Negro are presented. 

Throughout many of the organs mucinous 
material was present in the connective tis- 
sue about the blood vessels and in the der- 
mis of the skin. The mucous stains 





revealed this to have a red hue, which is 
characteristic of mucin. When this change 
was present in the vessels, the media and 
the inner regions of the adventitia showed 
some fibrosis. This material was also 
present in the perivascular connective tissue 
of the kidney and in Bowman’s capsule. 
Accompanying this mucin change was an 
acute glomerulitis. An occasional epithelial 
crescent was also present. The skeletal 
muscles had undergone degeneration with 
an infiltration with lymphocytes. This 
process was also present in the myocardium. 
The brain revealed focal areas of demyelina- 
tion with gliosis. The mucinous material 
presert in the perivascular spaces and in 
the connective tissue was often accompanied 
by fibroblastic proliferation. The immediate 
cause of death was bronchopneumonia and 
bronchitis with abscess formation. The de- 
generation of the myocardium and muscle 
fibers may have been related to the poor 
nutritional state of the deceased. 

The clinical features of this mucinosis 
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may be multiform, varying from lichenoid taneous Myxedemas or Mucoid States, J. Invest. 
papules to discrete maculopapular plaques. Dermat. 20:213-236 (March) 1953. 

‘ ? : be 
In all cases, however, the consistent common 2. Buchholz, A. M.: Papular Myxedema (Pap 


é f : aN ‘ lar Mucinosis), A. M.A. Arch. Dermat. & Syph. 
d Z 
enominator and diagnostic criterion is the 68 :461 (Oct.) 1953. 


hiswiogic ‘prestoce Of mucin or mucinakt 4’ Dalion, J. £, md Seidall, M.A.\ Stiadies 

substance in the skin and certain other on Lichen Myxedematosus (Papular Mucinosis), 

organs. A.M.A. Arch. Dermat. & Syph. 67:194-209 
(Feb.) 1953. 

REFERENCES 4. Gottron, H. A.: Skleromyxédem (Eine 

1. Montgomery, H., and Underwood, L. J.: eigenartige Erscheinungsform von Myxothesauro- 


Lichen Myxedematosus: Differentiation from Cu-  dermie), Arch. Dermat. u. Syph. 199:71-91, 1954. 
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L. DUNCAN BULKLEY 


L. Duncan Butkiey (1845-1928) was the 
founder of the New York Skin and Cancer Hos- 
pital. He was active in founding the Section on 
Dermatology of the American Medical Association 
and he was the first chairman of the section. His 
“Syphilis in the Innocent” was a classic. He 
first described herpes gestationis. He wrote 
several monographs which were concerned chiefly 
with therapy. 
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TATTLE 


Some authors of recent articles on “in- 
continentia pigmenti’” believe that Bloch- 
Sulzberger syndrome is a better name for 
this entity. The peculiar cutaneous hyper- 
pigmentation drew the attention of early 
investigators (Bardach,! Bloch,? Sulz- 
berger,® and Naegeli*) to this disease. The 
first impression of a pigmentary abnormality 
has been expanded until “incontinentia 
pigmenti” is now recognized to be a develop- 
mental defect showing many lesions of ec- 
todermal and mesodermal origin (Curth,® 
Epstein,® Carney,’ Kitamura,* Cramer,® 
and Franceschetti 2°). Various lesions have 
been investigated histologically, but the 
origin and meaning of the pigment has never 
been explained. 

We have been fortunate in being able to 
investigate this disease in two sisters. 


Report of Cases in Two Sisters 


Family History.—Father is Irish, English, and 
French; mother is Mexican. Father had two 
normal children by previous wife. Mother was 
told by older sister that she had some type of 
skin disease shortly after birth. She now presents 
faint slightly depigmented streaks on arms. 

First child, girl, normal term delivery, May 29, 
1954, presented vesicular lesions at birth. At 5 
days of age she presented vesicles and bullae ar- 
ranged in linear patterns on the scalp, arms, legs, 
and trunk. Pigmentation appeared in the lesions 
on the ‘eighth day. The vesicular eruption had 
almost subsided at 6 weeks, and at 11 months of 
age the patient presented the pigmentation diag- 


Accepted for publication Nov. 14, 1955. 
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nostic of “incontinentia pigmenti.” She also pre- 
sented a 4 cm. area of alopecia and scaling on the 
crown of the head, a 2 cm. area of thickening on 
the right sole, atrophy in some of the pigmented 
streaks, and linear keratotic lesions on the toes. 
No teeth had erupted. No other congenital defects 
were present. A biopsy specimen was removed 
from a pigmented macule on the abdomen. 

Second child, girl, normal term delivery, April 
19, 1955, presented an erythematous papular and 
vesicular eruption at birth. At 2% days of age a 
biopsy specimen was taken from a vesicular lesion 
on the medial aspect of the right calf. Patient 
continued to develop linear vesicular lesions on 
the trunk and extremities. Pigmentation appeared 
in the lesions at 8 days of age, and a biopsy 
specimen was removed from a pigmented slightly 
raised area on the abdomen. Vesicles decreased 
and pigmentation increased. At 19 days of age 
a biopsy specimen was removed from the right 
medial calf adjacent to the area removed at 2% 
days. This specimen included an erythematous 
papule and normal skin. Patient developed kera- 
totic lesions on dorsum of left middle finger and 
anterior aspects of both lower legs. 

A biopsy specimen was removed from a keratotic 
and vesicular area on the left shin at 28 days of 
age. Patient was still developing new vesicles at 
this time: No other congenital defects were found. 

Laboratory Tests—A blood. count was done on 
the second child at 8 days of age. Red blood cell 
count was normal. White blood cell count was 
15,150; eosinophiles, 14%. 

Histopathology*—Second Child: At 60 hours 
after birth. 

Hematoxylin and eosin stain (Fig. 1): Stratum 
corneum was normal except for a few areas where 
thickening and parakeratosis were present. Gran- 
ular layer was interrupted over the inflammation. 
The epidermis was acanthotic; intercellular edema 
was present. In some areas this edema had pro- 
gressed to intraepidermal vesical formation. An 
infiltrate composed of eosinophiles and a few lym- 
phocytes filled the vesicles, invaded the epidermis, 
and was present in the upper cutis. Edema ani 


vasodilitation were seen in the epidermis. 


* Histological sections were examined by Dr. 
Marcus R. Caro. 
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Fig. 1—Second child, 60 hours of age; intra- 
epidermal vesicle with eosinophilic infiltrate; hema- 
toxylin and eosin stain. 


Silver nitrate stain: All of the melanocytes con- 
tained a few melanin granules. Melanocytes ad- 
jacent to vesicles contained a few more melanin 
granules. Melanin was present in the stratum cor- 
neum in areas which appeared to be the openings 


Fig. 2.—Second child, 8 pis of age; dendrites 


partly filled with melanin granules; silver nitrate 
stain. 
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of sweat ducts. No chromatophores were seen in 
the dermis. 

Periodic acid-Schiff stain: Normal. 

Iron stain: Normal. 

At 8 days of age. Hematoxylin and eosin 
stain: Hyperkeratosis and parakeratosis were 
present. A thin crust was present in some areas 
between the epidermis and scale. There was inter- 
cellular edema but no acanthosis or vesicle forma- 
tion. The superficial vessels were dilated, and a 
few eosinophiles were present in the upper cutis. 

Silver nitrate stain (Fig. 2): The melanocytes 
contained more melanin granules than in the pre- 
vious biopsy specimen. More of the dendritic 
system was outlined, and melanin granules were 
seen throughout the stratum corneum. A_ few 
chromatophores containing only a small amount of 
melanin were seen in the upper cutis. 

At 19 days of age. Hematoxlin and eosin stain: 
Hyperkefatosis' with plugging of sweat gland 
openings was present. There was marked acantho- 
sis, and a few vesicles were present. The vesicles 
contained eosinophiles, but the infiltrate in the 
cutis was slight. Keratotic cells were seen in the 
epidermis. Careful study revealed that these cells 
were in the sweat ducts. 

Silver nitrate stain (Fig. 3): The melanocytes 
were completely filled with pigment. The dendrites 
were well outlined. Melanin granules were present 
in the stratum corneum. Numerous macrophages 


Fig. 3.—Second child, 19 days a age; dendrites 
fully” ‘filled with melanin granules; silver nitrate 
stain. 
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were forming in the cutis near the epidermal- 
dermal junction. There was no marked accentua- 
tion of pigment formation or increase in 
macrophages near the vesicles. 

Giemsa stain: No mast cells were present. 

At 28 days of age. Hematoxylin and eosin stain: 
Hyperkeratosis was present, with plugging of the 
sweat duct openings. The epidermis was acan- 
thotic, with large thickened rete pegs. Cells lining 
the sweat ducts showed keratinization. The upper 
cutis contained an infiltrate composed of eosino- 
philes, lymphocytes, and plasma cells. Some of the 
infiltrate lay in the epidermis. 

Silver nitrate stain: No melanin was present 
in the stratum corneum. Only a few dendrites 
still contained melanin granules. Most of the 
melanocytes had a few melanin granules within 
the cytoplasm of the cell body. A small number 
of chromatophores lay in the upper cutis. 





a <a. 


Fig. 4—Second child, 28 days of age; normal 
melanocytes; dopa stain. 


Dopa stain (Fig. 4): The melanocytes were 
normal. No defect in the cells was visible. 
First child: Age 11 months. 


Fig. 5.—First child, 11:months of age. Melanin 
present in the basal-cell layer. Macrophages con- 
taining melanin clustered about superficial vessels ; 
silver nitrate stain. 





Hematoxylin and eosin stain: The epidermis 
was normal except for slight hyperkeratosis. A 
few lymphocytes were present in the upper cutis. 

Silver nitrate stain (Fig. 5): Melanin was seen 
uniformly in the stratum corneum. The basal-cell 
layer was heavily pigmented, and a few dendrites 
were outlined by melanin granules. Chromato- 
phores were clustered about the vessels in the 
upper cutis. 


Comment 


The multiple biopsy specimens removed 
from the second child at 214 , 8, 19, and 
28 days of age showed a normal episode of 
pigmentation. After stimulation of the skin 
by ultraviolet or thorium x-irradiation ¢ the 
enzyme tyrosinase becomes active and new 
melanin is formed on about the third day. 
The melanocytes become filled with pigment 
and their dendrites are well outlined from 
about the 14th to the 20th day. Melanin 
granules then disappear from the dendrites 
but remain in the cell bodies. Melanin is 
present in the stratum corneum from about 
the 7th to the 21st day. Chromatophores 
appear in the dermis on the 9th to the 14th 
day and increase to the 30th day. 

The pigmentation observed in the second 
child followed the above reaction very 
closely, and the related lesions (vesicles, 
infiltrate, hyperkeratosis, acanthosis) had no 
effect upon the pigment formation. It is 
apparent that the enzyme tyrosinase was 
released from inhibition at the onset of this 
disease (probably shortly before birth) and 
proceeded independently through its period 
of activity. It is probable that only at the 
onset of the disease would very lesion. be 
forming pigment at the same rate. 

The biopsy specimen removed from the 
first child (eight months after the last 
vesicular lesion) revealed a larger number 
of chromatophores than was seen in the 
28-day specimen from the second child. 
There was evidence of pigment formation 
(melanin granules in the stratum cor- 
neum, melanin in the bases of dendrites). 

The method of formation of dermal chro- 
matophores is not understood. They appear 
at the epidermal-dermal junction whenever 


+ References 11 and 12. 
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there is very active pigment formation. It 
seems likely that this intense activity ex- 
hausts the melanocytes, causing them to die. 
Histiocytes then engulf the melanin granules 
released by the dead cells. 

The relatively small number of chromato- 
phores formed from a single episode of 
pigmentation in the second child (28 days) 
and the active pigment formation found in 
the first child (11 months) make it appear 
that pigment formation may occur more 
than once in this disease; each episode of 
pigmentation leaves more chromatophores 
in the dermis. 

The pigmentation of “incontinentia pig- 
menti” is not postinflammatory. It repre- 
sents a separate lesion of the disease. 

Since pigmentation is independent of 
other lesions of “incontinentia pigmenti” 
and since there is great variation of the 
cutaneous lesions in this disease, one would 
expect that the pigmentation would also 
vary. 

This presumption is borne out in the cases 
reported in the literature. 

Kitamura, Fukushiro, and Miyabayashi ® 
reported 21 cases of “incontinentia pig- 
menti” in female Japanese babies. In eight 
female babies the characteristic pigmentation 
was present at birth and inflammatory 
changes occurred later in the pigmented 
skin. 

Cramer and Schmidt® reported the fol- 
lowing cases: 

Case 2, white male: “Pigmentation oc- 
curred in sites not previously severely in- 
volved in the vesicular eruption.” 

Case 4 (mother of Case 3, female infant 
who presented inflammation and pigmenta- 
tion but no vesicles): .Areas of streak- 
like depigmentation with atrophy had been 
present on the calves since birth. Micro- 
scopic examination showed slight epidermal 
atrophy and absence of sweat glands and 
follicular apparatus. 

Case 6, female infant, presented an ery- 
thematous patchy vesicular eruption on the 
extremities. This remained active for sev- 
eral months and was followed by. atrophic 
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depigmentated striae on the posterior calves 
and thighs. There were no associated pig- 
mentary or mesodermal disturbances. 

Asboe-Hansen #* reported four female 
infants who presented an eruption on the 
extremities which consisted of -papules, 
vesicles, pustules, and keratotic lesions 
which were followed by postinflammatory 
pigmentation. No pigmentation typical of 
“incontinentia pigmenti”’ developed. All 
infants had blood eosinophilia during the 
acute phase of the disease. 

These patients show that the pigmentation 
may precede the inflammatory lesions, may 
arise without preceding vesicles, or may be 
absent in otherwise typical eruptions. 

Since the dermal chromatophores seen 
in “incontinentia pigmenti” are the result 
of normal pigment formation, there is no 
reason why this histopathologic picture can- 
not be produced by more than one disease. 
It is well known that Addison’s disease, 
fixed drug eruptions, photosensitization 
reactions,. and other pigmenting derma- 
toses may leave a large number of chromato- 
phores in the dermis. The possibility must 
be considered that more than one syndrome 
of congenital ectodermal and mesodermal de- 
fects may cause the activation of tyrosinase 
resulting in “incontinentia pigmenti.” 

Curth® has described “incontinentia pig- 
menti” in association with pseudopelade, 
follicular atrophoderma, and chondrodys- 
trophia calcificans congenita. The last con- 
dition appears to be the major defect in this 
syndrome. 

An 8-year-old Negro girl, recently seen 
at the University of Illinois, presented the 


irregular pigmentation of ‘“‘incontinetia 
pigmenti” and arthrogryposis multiplex 
congenita. This represents another con- 


genital bone disese which can be associated 
with “incontinentia pigmenti.” 
Franceschetti and Jadassohn?® have 
studied the original patients described by 
Naegeli* and their offspring, and they be- 
lieve that these persons present a syndrome 
which differs from that described by Bloch- 
Sulzberger (? a. variant with different 
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hereditary pattern). It seems that cutaneous 
pigmentation with dermal chomatophores 
may occur in more than one syndrome of 
congenital disease. 

The term “incontinentia pigmenti” is well 
established in medical literature and brings 
to mind a certain type of pigmentation. The 
term should be restricted to this peculiar 


pigmentation, and the syndromes in which. 


the pigmentation occurs should be classified 
on the basis of genetic pattern, cutaneous 
changes, laboratory findings, and mesoder- 
mal defects, with pigmentation being recog- 
nized as a variable and not a diagnostic 
lesion. The most differentiated of these 
syndromes is the Bloch-Sulzberger syn- 
drome. The following summary has been 
compiled from the cases presented in the 
literature. 

1. Heredity—There is a_ hereditary 
factor which plays a role, but its mode of 
transmission is not certain. 

2. Sex incidence.—Almost all patients are 
female. 

3. Race——This condition has been re- 
ported in members of the white, Negro, and 
yellow races. 

4. Clinical Morphology.—(a) Erythema 
and Vesicles. Inflammation occurs in 
50% and vesicles in 30% of the patients. 
Erythema and vesicles usually are present 
at birth or begin shortly thereafter, but the 
eruption may not appear until the beginning 
of the third year of life. Lesions tend to be 
accentuated on the flexor aspects of the 
extremities and lateral trunk. The inflam- 
matory phase usually lasts several months 
(up to six months) and then subsides. 

(6) Atrophy: Superficial atrophy may 
follow the inflammation. 

(c) Verrucous Lesions: Approximately 
one-third of the patients develop verrucous 
lesions in the sites previously occupied by 
inflammatory lesions. These verrucous 
lesions slowly subside. 


(d) Pigmentation: While pigmentation 


may be absent or occur as the initial lesion 
it usually appears as the inflammatory phase 
is subsiding. . The pigmentation may occur 








in areas not severely involved by the inflam- 
matory lesions. Sulzberger '* has described 
the pigmentation as follows: 


The lesions consist of bizarre, irregularly shaped 
and irregularly disseminated areas of pigmentation 
of tan, light brown, dark brown and slate color. 
The trunk, particularly the sides and perimamillary 
areas, and the extremities are commonly affected. 
The jagged, sharply outlined margins and the ar- 
rangement of these areas of pigmentation are all 
most extraordinary. Certain lesions resemble the 
irregular veins in some types of marble or look 
like the effects of a brown spray splashed onto a 
light-colored wall. The contours of the areas are 
irregular, pointed or concave and sharply demar- 
cated. In certain parts they consist of irregularly 
shaped, elongated central bodies, varying in size 
from that of a pinhead to that of a pea or a bean 
and with thin, spidery, outstretched arms spreading 
in all directions. Some of these arms join with 
those of adjacent areas of pigmentation to form 
confluent figures, again resembling the configura- 
tions of the veins seen in certain types of marble. 
There is, as a rule, no definite systematization, no 
segmentary or zosteriform arrangement and no 
conformity to the lines of cleavage or to the 
courses of larger nerves or blood vessels. 


Some recently reported patients have 
presented zosteriform arrangement of 
pigment. 

5. Histopathology.—The earliest lesions 
consist of intercellular edema and intraepi- 
dermal vesicle formation. The _ vesicles, 
epidermis, and dermis contain large num- 
bers of eosinophiles. Hyperkeratosis with 
keratinization of the cells lining the sweat 
ducts is seen in the verrucous lesions. The 
pigmentation is normal and results in the 
formation of many dermal chromatophores. 

6. Laboratory Findings.—Eosinophilia 
has been found early in the disease. 

7. Associated Defects of Ectodermal and 
Mesodermal Origin. There have been many 
defects reported associated with “incon- 
tinentia pigmenti.” Some of these are 
probably coincidental, and some may belong 
to syndromes other than the Bloch-Sulz- 
berger syndrome. 

Frequent occular lesions, often of the 
malformative type, dental anomalies, and. 
alopecia of the pseudopelade type seem to 
be most consistently found in the Bloch- 
Sulzberger syndrome. 
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Summary and Conclusions 


The pigmentation in the Bloch-Sulzberger 
syndrome is not postinflammatory and is 
independent of other lesions. 

From reports in the literature it is obvious 
that pigmentation is not always present in 
the Bloch-Sulzberger syndrome. 

The literature also reveals that there are 
probably several syndromes of congenital 
defects associated with the pigmentary pat- 
tern that has been called “incontinentia 
pigmenti.” This term should be used to 
designate this pigmentation, and the syn- 
dromes in which the pigment occurs should 
be classified on the basis of other lesions. 
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An Occupational Dermatitis Due to Prickly Pear Handling Simulating Scabies 
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During the months of July to October 
each year, a number of patients of both 
sexes and all ages present themselves 
to the Skin Outpatient Department com- 
plaining of an itchy rash, over the hands 
particularly but over the rest of the 
body as well. 

After investigation, it became appar- 
ent that all these persons were engaged 
in the prickly pear (sabra) trade, con- 
cerned with picking, distributing, and 
selling the product. All these patients 
were in direct contact with the fruit. 

This apparent relationship between the 
fruit and the rash led us to investigate 
further what appeared to be an occupa- 
tional disease in this and neighboring 
countries, and possibly in other lands 
as well, where the prickly pear grows, 
viz., northern South America, Mexico, 
Morocco, Tunisia, and Italy. 


Historical Review 


A plant named sabra was known in 
Hebrew medical literature in the sixth 
century.’ The name is also mentioned in 
the 10th century and later still by 
Maimonides. In those days the name 
sabra was synonymous with aloe, which, 
originated in these parts of the world 
and which belongs to the Liliaceae fam- 
ily, with no relation to the cactus group. 
Only after hundreds of years did the 
name sabra become transferred from 
~ Submitted for publication Nov. 13, 1955. 

This work was aided by a grant from the Ford 
Foundation. 

From the Department of Dermatology and Vene- 


reology (Prof. A. Dostrovsky, Director), Hadas- 
sah-University Hospital. 


LIMi 


the aloe to the prickly pear. This latter 
fruit originated in Mexico and was 
brought to the Mediterranean area in 
the 16th century. 

The name sabra given to locally born 
children is therefore a misnomer, as the 
fruit was an imported one which later 
became indigenous. 

The plant was used mainly by the 
Arabs as defensive hedges against ani- 
mals and robbers and as borders for 
plantations and as boundary markers. 
In the Negev the common sabra was 
used as food for camels, which are not 
affected by the thorns, The red sabra 
was used mostly for decorative purposes. 

The fruit of this plant is juicy, sweet, 
nutritious, and cheap, and jt played an 
important part in the diet of part of the 
population. 

The juice was used by Moslems as a 
drink instead of wine, which is forbidden 
to them. 

The Jewish population accepted the fruit 
as edible some decades ago; it ripens dur- 
ing the vine season, and it became popular 
during both World Wars. During these 
periods there was a general shortage of 
fruit, especially grapes, and the sabra was 
able to capture the market. 


Description and Study of the 
Sabra Plant and Fruit 


The cactus family includes about 100 
subgroups and about 1500 types. One 
group is called Opuntioideae, and its most 
important type is Opuntia _ficus-indica 
(prickly pear), called sabra in this country 
and sa@bbara in Arabic. 

There are two main types of sabra in 
this country*: 


* References 2 and 3. 
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1. The common or yellow sabra, Opuntia ficus- 
indica, Haw.—A variety of this group without 
thorns is used as animal food 

2. The red sabra, Opuntia cochinillifera, Mill. 

The common feature of all the types 
of this family is the ability to absorb and 
retain water, which may reach 98% of 
the weight of the plant. The plant lives 
for decades and is resistant to droughts. 
It spreads by seed scatter and grows with- 
out any special care or attention. The 
fruit ripens during July to September, and 
the yield may reach 2 tons per 1000 sq. m. 

The average weight of the fruit is 114 
gm. The average weights of the constitu- 
ent parts of the fruit in percentages are 
52% skin and 48% fleshy matter, which 
includes the seeds. The main constituents 
of skin and fleshy parts are water (82%- 
85%) and sugar (7.3%-9.2%) ; the seeds 
are rich in protein (6.2%), cellulose 
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Fig. 1—A, sabra (prick 





ly pear), the fruit of Opuntia ficus indica. Note the bristles (glo- 
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of the glochidia are 25 to 60 rows of barbs 
placed in circular fashion and attached in 
downward angles like arrowheads. Each 
row in the stem of the glochidium includes 
10 to 20 barbs. 


Development of the Dermatitis as an 
Occupational Disease 


The Arab population took no precautions 
in handling the fruit. The leaves were cut 
off the plant and the fruit removed by 
cutting with a knife. Some workers then 
rolled the fruit in sand to get rid of the 
bristles; others put the fruit into water to 
soften them and prevent their breaking off. 
Another method was to scatter the fruit on 
the ground and beat them with stiff brooms. 
In addition, these workers were not accus- 
tomed to undress at night, with the result 
that any glochidia which became embedded 
in the clothing during the picking were 
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chidia) attached to the nipples. About five to eight bristles grow on every nipple. B, the glo- 
chidia are similar to arrowheads. Smal! barbs are located at the sides, pointing towards the 
base of the glochidium. Reduced about % from mag. x 37. 


(45.7%), and fat (5.1%).- 

Thirty to forty kilograms of ethyl alco- 
hol may be extracted from one ton of fruit. 

The fruit is round and yellow-red. There 
are 25 to 30 nipples spread on the skin 
in circular fashion. On each of these are 
5 to 8 hairy bristles called glochidia. A 
glochidium is 3 to 6 mm. long, 30 to 80p 
wide, and cone-shaped. It may fall out and 
jeave a saddle-shaped base, but if it breaks 
off at a point above the nipple, the loose 
end is rounded. Over the whole length 
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forced into close contact with the skin. 
Jewish greengrocers and vendors devel- 
oped a dermatitis during the process of 


“handling and skinning. In addition, glochi- 


dia fall over the clothes and thus in time 
affect most parts of the body. 


Clinical Features 


During the prickly pear season of 1954 
and 1955, in the Outpatient Department of 
this hospital 22 patients were diagnosed as 
suffering from sabra dermatitis. Of these 












© 






















SABRA DERMATITIS 


Fig. 2.—Dermatitis due to sabra (prickly pear). 
Many vesicles and pustules on palms and forearms 
are characteristic of this disease. 


ee By: ¢ 


Fig. 3.—The clinical aspect is very similar to 
that of scabies. 


22 patients, 16 were males and 6 were 
females. Seventeen were children up to the 


age of 15, and the rest were adults. The 
children contracted the disease by eating 
the fruit or by contact with affected cloth- 
ing. Most of the adults were workers with 
or vendors of the fruit. 

The dermatitis was located between the 
fingers and on the wrists, arms, chest and 
abdomen, and buttocks and genital area. This 
distribution resembled that of scabies, and a 
number of these patients were previously 


Fig. 5.—The penis is sometimes affected, as in 
scabies. 
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diagnosed as having this latter disease. 
Other areas affected were the nose, with 
furuncle-like lesions, and the mucous mem- 
brane of the mouth, especially the hard 
palate and the tongue. The eye involve- 
ment resulted in conjunctivitis and keratitis. 

The lesions were composed of ball-shaped 
vesicles and papules of pinhead size and 
flatter papules of pea size. Pustules ap- 
peared, probably as a result of secondary 
infection due to scratching. Numerous 
crusts were present after the bursting of the 
vesicles and pustules. Occasionally, local- 
ized areas of superficial ulceration were 
present. 

No involvement of the regional glands 
or fever was observed. 

The subjective feelings were burning, 
itching, and sometimes pain. The disturb- 
ances were worse at night owing to touch- 
ing and rubbing. 

The diagnosis can be made easily by 
passing the fingers over the affected area 
and by feeling the embedded glochidia. 

As a rule the dermatitis disappeared after 
two to three weeks, leaving pigmented areas 
which remained for months. 

In order to follow the clinical course of 
the dermatitis from the beginning the fol- 
lowing study was done: After a sabra fruit 
had been placed in refrigeration for four 
days in order to lessen the fragility and 
sharpness of the glochidia, it was brushed 
lightly over the skin of the left armpit of 
one of us (J.S.). The following changes 
were observed: 

8 a.m.: no subjective feeling at the time of con- 
tact. 

8:30 am.: stabbing feelings at the site of con- 
tact. . 

10 a.m.: stabbing feelings passed off. 

An itch developed, increased, and spread all 
over the body. It persisted for 10 days and was 
worse at night. At the contact area, round pointed 
papules with an urticarial halo appeared in the in- 
flamed areas. The papular rash persisted for al- 
most two months. 


Histologic Examinations 


Six biopsies were performed. One was 
from an experimental lesion six hours 
after the skin was rubbed with the prickly 
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pear. The remaining five were from lesions 
of one to two weeks’ duration. Serial sec- 
tions were made from four biopsy speci- 
mens. 

The biopsy specimen from the experi- 
mental lesion after six hours revealed the 
following changes: The epidermis was nor- 
mal. In the upper cutis there was a clearly 
defined focus near a hair follicle. In the 
middle of this focus a yellowish foreign 
body was seen. Around this body the con- 
nective tissue was stained deep purpie with 
hematoxylin and the collagen fibers were 
thickened. Among these fibers were histio- 
cytes, polymorphonuclear cells, and lym- 
phocytes. 

In the specimens of the 7- to 14-day-old 
lesions the reaction of the tissue to the 
foreign body was studied in the various 
layers of the skin. Parts of the barbs were 
found in the corneal layer, in the Mal- 
pighian layer, and in the upper cutis. The 
tissue reaction in these various localizations 
was very different. 





A’ small 
abscess is seen in the parakeratotic plug. Purts ot 
the barbs are found in this abscess. The epidermis 
shows irregular acanthosis. Reduced about 4% from 
mag. X 70. 


Fig. 6—Lesion about one week old. 


The reaction around a foreign body in 
the corneal’ layer is shown in Figure 6. 
There was a marked parakeratotic plug 
simulating follicular keratosis. The epi- 


dermis below and on the sides of this plug 


was irregularly acanthotic. Around the 
foreign body was a pustule consisting of 
masses of cellular debris, polymorphonu- 
clear cells, and amorphous material. 











SABRA DERMATITIS 


Fig. 7. <5 pustule in the lower part of the Mal- 
pighian layer is shown. Reduced about % from 
mag. xX 51. 





Fig. 8.—The contents of the pustules are prickle 
cells showing individual cell keratinization. Re- 
duced about % from mag. x 570. 


Fig. 9.—The cells are seen losing their connec- 
tion with the epidermis; at X, viz, a mantle cell 
with two circular annuli around the nucleus. 








A striking picture was present around the 
barb in the deeper parts of the epidermis 


UMI 








(Figs. 7, 8, 9). A round or oval blister 
was present, surrounded by the prickle-cell 
layer on its upper and lateral parts. The 
floor consisted of prickle or basal cells, 
and in some sections the cutis formed the 
floor. The cells lining the pustle were flat- 
tened and had lost their regular arrange- 
ment in the epidermis. The contents of this 
blister consisted of masses of polymorpho- 
nuclear cells, many of them in various 
pl.ases of disintegration ; some eosinophiles, 
and round cells. Among these cells, masses 
of large round cells were present, several 
times the size of the granulocytes. These 
cells were round, with sharp cell borders 
which sometimes seemed double-contoured. 
Here and there were cells in which the 
plasma was arranged in two concentric 
rings around the nucleus, corresponding to 
“mantle’’ cells; many of the cells were hya- 
linized. The nucleus was normal in some 
cells; it was absent in a number of the 
cells, so that only an empty balloon re- 
mained. These cells could be observed 
losing their connection with the rest of the 
prickle cells at the border of the pustule. 
They could therefore be recognized as 
prickle cells which had lost their prickles 
and showed changes of individual cell kera- 
tinization. 

Part of the foreign body was seen in the 
upper and middle dermis. Around it there 
was a marked inflammatory reaction con- 
sisting of round cells, polymorphonuclear 
cells, eosinophiles, some giant cells, and a 
number of epithelia! cells which seemed to 
have been dislocated by the invasion of the 
glochidia. There was also cellular intiltra- 
tion around enlarged blood vessels in areas 
far away from the foreign body. 


Patch Tests 

In order to determine whether the rash 
was caused by the glochidia or by other 
parts of the fruit (bristles excluded), the 
following tests were made: Material from 
the fruit was taken from the outer part 
of the fruit, and the seeds. 

Patch tests of these materials were made 
on 12 volunteers, 6 male and 6 female. 
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The ages varied from 9 to 68 years. All 
the tests were negative after 24, 48, and 
72 hours. These tests were also done on 
one of us (J.S.) two months after the 
experiment. No epidermal sensitization 
could be observed. 

From this it was concluded that the rash 
is caused by the glochidia only. 


Treatment 

This is directed towards extracting the 
glochidia, but, owing to the attached barbs, 
which point towards the base of the bristle, 
it is virtually impossible to withdraw them 
completely. The only possibility is to 
“plane off” the protruding edges of the 
barbs to prevent their breaking and thus 
stop their further transfer by the patient 
from one part of the body to another or to 
other persons. For this, some patients use 
hot lemon juice with sugar or wax and 
spread the material while hot over the 
affected parts, removing it quickly once 
the wax becomes set. Concentrated salt 
solutions are also used, but none of these 
methods is very effective. 

After the edges of the barbs are planed, 
the area affected is treated with soothing 
ointments to relieve the subjective symp- 
toms. Peeling ointments may be used in 
order to bring about quicker desquamation. 


Prophylaxis 

The sabra should be picked only in the 
early hours of the morning, when the fruit 
is still wet with dew. Picking should be 
stopped when it is windy. Direct contact 
with the fruit should be avoided. In pick- 
ing the fruit an empty tin attached broad- 
ways to a long stick is placed over the fruit, 
which is then removed by a sudden rotary 
twist of the stick. The fruits should be 
brushed and then placed in boxes and 
watered to prevent breaking and scattering 
of the glochidia. 

Pickers should wear closed sun glasses, 
and handlers thick rubber gloves in addi- 
tion to the protective clothing. The worker 
is advised to be fully clothed while picking 
and to remove his clothes and wash them 
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as soon as his work is over. The clothes 
should not be reworn without prior washing. 
The patient’s contacts should be examined 
to detect and treat others affected secon- 
darily. 


Comment 


In spite of the relatively common occur- 
rence of sabra dermatitis among persons 
in countries where prickly pears grow, very 
little is known among dermatologists about 
this disease. 

A number of publications refer to the 
trauma caused by the thorns of the cactus 
tree and not of the fruit.t The only de- 
scription in the literature about a derma- 
titis affecting fruit vendors of prickly pears 
was given by Cavallucci’ in 1930. Since 
this fruit is widespread and eaten in many 
countries and therefore handled by many 
persons, this dermatitis seems. to be of 
some importance. Furthermore, the study 
of the above-mentioned material reveals 
some interesting features. 

The clinical aspect was in most cases 
so similar to scabies that the proper diag- 
nosis was often missed. The diagnosis 
could be made easily. from the patient’s 
history and objectively by palpation of the 
bristles in the skin. 

Histological examination revealed the 
foreign body in the epidermis and cutis. 
The contents of the pustules in the epi- 
dermis contained among other cellular ele- 
ments large epithelial cells. These cells 
could be followed losing their connection 
with the Malpighian layer and were there- 
fore recognized as prickle cells. They 
were round, with double-contoured borders, 
or similar to mantle cells, consisting of two 
circular annuli around the nucleus. Some 
of these cells were hyalinized. It seems, 
therefore, that individual cell. keratinization 
with great similarity to corps ronds oc- 
curred as the result of the presence of this 
foreign body, which was seen in the middle 
of the pustule. 

The fact that these keratinized. cells los- 


+ References 4, 5, and 6. 
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ing their prickles conglomerated in a pustule 
with a very small foreign body suggested 
the possibility of a substance produced by 
the barbs which caused this phenomenon. 

The disease was seen mainly as an occu- 
pational dermatitis of adults handling or 
picking the fruit and of children selling it. 
Most of the affected persons did not ask 
for medical treatment, since they knew how 
to apply the various methods of getting rid 
of the protruding parts of the bristles and 
be relieved of the subjective symptoms. 

The prevalence of children among our 
series of patients was due to the fact that 
most of them were sent for treatment by 
their school physicians because scabies was 
suspected. . 

The peculiar localization on the covered 
part of the body was explained by the 
breaking off of the glochidia and self- 
transfer from the primarily affected sites. 


Summary 


An occupational dermatitis caused by the 
sabra fruit (prickly pear) is described. 
This dermatitis has a striking similarity to 
scabies. It was found that the covered 
parts of the body are secondarily affected 
by self-transfer or transfer to others of 
broken-off bristles (glochidia) from the 
primarily affected sites. 

The diagnosis is made by palpating the 
bristles over the lesions and is helped by 
the patients’ history of handling the fruit. 

A historical review and macroscopic and 
microscopic data on the fruit are given. 

Therapeutic and prophylactic measures 
are discussed. 

The development of the dermatitis was 
studied clinically and histologically after 
experimental production of the disease. 





Serial sections of histological specimens 
revealed the foreign body in the epidermis 
and cutis. Individual cell keratinization of 
the prickle cells was found in the epidermal 
pustules. These cells were indistinguish- 
able from corps ronds. 

Since the submission of this article there 
has appeared in the A. M. A. ARCHIVES OF 
Dermatotocy (72:566 [Dec.] 1955) an 
article by Louis H. Winer and Robert H. 
Zeilenga on “Cactus Granulomas of the 
Skin: Report of a Case,” pointing out the 
papulonodular type of a foreign-body gran- 
uloma produced by the glochid type of 
cactus spine. 

The following persons cooperated in this work: 
Mr. Chaim Meyron, from the Settlement Depart- 
ment of the Jewish Agency; Dr. Berthold Axel- 
rad; Dr. Naomi Feinbrun, from the Institute of 
Botany, Hebrew University; Mrs. Hana Weinman 
and Mr. Peter Herzog, from the Department of 
Photography, Hebrew University-Hadassah Medi- 
cal School. 
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Introduction 


Asteroid bodies are seen not infrequently 
in dermatopathologic material. These bod- 
ies, which have also been called spiculated 
bodies, radial inclusions, and stellate inclu- 
sions in giant cells, have been reported in 
a: variety of pathologic states, including 
leprosy,' cryptococcosis,” a probable case 
of Weber-Christian disease,? dermoids, 
sebaceous cysts, paraffinomas, scars, tuber- 
culosis,* sarcoid,® foreign-body granulomas, 
blastomycosis, various malignancies,® 
granulomatosis disciformis chronica_ et 
progressiva,’ multiple myeloma,® cavernous 
hemangioma, erythema induratum, lipoid 
pneumonia, diabetes mellitus, and pernicious 
anemia.® A review of the literature does 
not reveal a case of necrobiosis lipoidica 
associated with asteroid bodies. They have 
been described in the lung, lymph nodes, 
liver, spleen, breast, uterus, ovaries, epi- 
didymis, and thyroid, as well as in the 
skin and subcutaneous tissue.® 

Obviously, asteroid bodies are not char- 
acteristic of any disease. The pathologic 
alterations in which they are foun’ have 
been grouped by Cunningham ® as (1) for- 
eign-body reactions, (2) tuberculoid granulo- 
matous inflammation, and (3) acute and 
chronic inflammation and repair. 


Histochemical and Physical 
Characteristics 
The histochemical and physical charac- 
teristics of asteroid bodies have been 
studied and the literature reviewed by 
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Hirsch,* Cunningham, and also by Jaques.® 

Asteroid bodies are 10-25 in diameter, 
occur only intracellularly within giant cells 
and multinucleated myeloma cells,8 and 
stain pink with hematoxylin and eosin after 
formalin fixation.* They are insoluble in 
acids, alkalis, water, ether, chloroform, 
benzene, xylene, acetone, gasoline, absolute 
ethyl alcohol, pyridine, and glacial acetic 
acid-xylene mixture.} 

When they are fixed in Zenker’s solution 
and stained with phosphotungstic acid and 
hematoxylin, the spines are dark blue or 
purple and the central core is orange-brown, 
although in many instances this orange core 
is absent. Variable results are obtained 
with this stain when other fixatives are 
used.® 

Stains with Sudan III, scarlet red, Nile 
blue sulfate, Sudan black, osmic acid, and 
the plasmal reaction are negative for lipids 
and fatty acids. Fischler’s stain for fatty 
acids gives inconsistent results.t 

The periodic acid-Schiff stain is negative 
for carbohydrate. Masson’s trichrome stain 
and Mallory’s connective-tissue stain are 
negative for collagen. Wilder’s stain for 
reticulum is negative.* Elastic tissue stains 
have been inconclusive. Orcein imparts 
very little color. Weigert’s elastic tissue 
stains some inclusions black, but results 
are inconsistent.® Safranin and fuchsin stain 
the bodies pink.* 

The Feulgen stain for deoxyribonucleic 
acid is negative. Ziehl-Neelson stain is not 
taken up by the bodies.® 

Stains for amyloid, glycogen, and uric 
acid are negative. The Lorrain Smith- 
Dietrich stain for phospholipid is positive.* 

Von Kossa’s stain for calcium and the 


* References 6 and 9. 
+ References 4, 6, and 9. 
+t References 4 and 6. 
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Berlin blue reaction for ferric iron are 
negative.® 

Temperatures of 250 C have no effect; 
350 C results in distortion, and 650 C€ 
causes decomposition of the bodies.® 

It has been concluded that asteroid bodies 
contain lipoprotein as their principal com- 
ponent. Their occurrence has been corre- 
lated with the local destruction of lipids 
and hyperlipemia. It has been suggested 
by Jaques ® that they are due to a disturb- 
ance of lipid metabolism, either exogenous, 
with a local lipid disturbance usually asso- 
ciated with necrosis of tissue, lipoid pneu- 
monia, or other localized lipid derangement; 
or endogenous, as in the hyperlipemia 
associated with diabetes mellitus and per- 
nicious anemia. 

On the basis of this it might have been 
predicted that asteroid bodies would be 
found in necrobiosis lipoidica, a disease in 
which the deposition of lipids is frequent, 
although not invariable.§ However, Hilde- 
Laymon,'* and Lever,|| do not mention 
their occurrence together, and a review of 
the literature on necrobiosis lipoidica does 
not reveal a case in which asteroid bodies 
were associated. 

A survey of the histopathologic material 
of necrobiosis lipoidica at Duke Hospital 
disclosed the two following cases. 


Report of Cases 


Case 1.—A _ 55-year-old white man was ad- 
mitted to Duke Hospital on May 22, 1947. 

Present Iliness—Nine years prior to admission 
the patient developed a small asymptomatic red- 
dish area over the anterior aspect of the right 
leg. The lesion had gradually increased in size. 
Eight years prior to admission a similar area 
developed on the right forearm. 

Family History—The patient was aware of 
no similar lesion in his family. There was no 
history of diabetes mellitus. 

Past History—The patient had a history of 
having had a penile lesion in 1919. He was found 
to have a positive serologic test for syphilis six 
months prior to the present admission. Between 
Dec. 16, 1946, and Feb. 28, 1947, the patient re- 





§ Lever, W. F., in discussion on Helman.” 
brand, Montgomery, and Rynearson,}! 
|| References 5 and 13. 


ceived a total of 22 oxophenarsine hydrochloride 
(Mapharsen) injections. On March 24, 1947, he 
began a 10-day course of 300,000 units of penicillin 
in beeswax daily, receiving a total of 3,000,000 
units. Otherwise the past history was noncontrib- 
utory. 

Physical Examination—General medical exam- 
ination was entirely within normal limits. Skin: 
Over the anterior aspect of the right tibia was 
a lesion measuring 6 cm. in diameter. The border 
was erythematous and elevated, and the entire 
lesion presented a yellowish-red color. The cen- 
tral aspect of the lesion was atrophic and tra- 
versed by telangiectatic blood vessels. A similar 
lesion measuring 3 cm. in diameter was present 
on the right forearm. Neither lesion was ulcerated. 

Laboratory Data.—A_ glucose-tolerance curve 


showed a fasting level of 125 mg. per 100 ml., 
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Fig. 1—Case 1). Photomicrograph of section 
from leg; reduced about 4% from mag. x 120. 
Note necrobiotic areas interspersed through nor- 
mal collagen associated with giant cells. Asteroid 
body in upper center of field just below epidermis. 
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Fig. 2—Same section as Figure 1. Asteroid 
body ; reduced 4 from mag. x 1262. 
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Fig. 3—(Case 1). Photomicrograph of section 
from arm; reduced % from mag. X 120. Same 
changes present as in Figure 1. Asteroid body in 
center of field. 








Fig. 4.—Asteroid body in Figure 3; reduced 4% 
from mag. X 1262. 


210 mg. per 100 ml. at 30 min, 230 mg. per 100 
ml. at one hour, 96 mg. per 100 ml. at two hours, 
123 mg. per 100 ml. at three hours, and 65 mg. 
per 100 ml. at four hours. Urine specimens ex- 
amined for sugar during this glucose-tolerance 
test were negative. Serum cholesterol was 167 
mg. per 100 ml. Serologic test for syphilis was 


positive, with a titer of one Kahn unit. The 
cerebrospinal fluid examination was normal. 
Microscopic Examination. — Essentially the 


same process was represented in each biopsy 
specimen (one from the lesion on the arm and 
the other from the leg). In many areas the epi- 
dermis was atrophic, and everywhere the rete 
pegs were effaced. Scattered through the entire 
corium were areas, which for the most part were 
ill-defined, of necrobiotic collagen degeneration. 
These were associated frequently with giant cells, 
many of which appeared to have phagocytized 


278 


A. M. A. ARCHIVES OF DERMATOLOGY 


lipid material. In and surrounding the areas of 
collagen degeneration was a moderately heavy 
infiltrate consisting mainly of lymphocytes and 
histiocytes. The vessels of the corium_ tended 
to show a rather marked increase in the caliber 
of their walls and endothelial proliferation. Of 
especial interest was the occurrence of typical 
asteroid bodies in each specimen, located in giant 
cells in areas of necrobiosis (Figs. 1-4). Fat 
stains revealed extracellular deposits of lipid 
material. 

Course in Hospital—After the completion of 
a medical evaluation, which revealed no signifi- 
cant abnormalities, the patient was discharged on 
May 29, 1947, on a regimen consisting of an 
adequate diet and rest. The glucose-tolerance test 
represented an unsustained rise to abnormal 
levels, but it was not believed to be diagnostic 
of diabetes mellitus. It was believed that the 
previous syphilitic infection had been adequately 
treated and that no further therapy was indicated. 
He was to be followed with titered serologic tests 
for syphilis by his family physician. 

Case 2.—A 29-year-old white woman was ad- 
mitted to Duke Hospital on Sept. 14, 1950, for 
the second time. 

Present Illness—For approximately five to ‘six 
years the patient had had an area of reddish 
shiny skin over the anterior aspect of the right 
leg and had subsequently developed several other 
similar lesions over both lower legs. 

She was first admitted to Duke Hospital, July 
9, 1947, and discharged July 12, 1947. At that 
time the clinical impression was necrobiosis lipoi- 
dica, and a biopsy was compatible with that 
diagnosis. No therapy was advised. 

The lesions increased in size and number, and 
she was readmitted to Duke Hospital on Sept. 
14, 1950. 

Family History.—There was no history of 
similar lesions in her family and no history of 
diabetes mellitus. 

Past History.—Noncontributory. 

Physical Examination —General medical  ex- 
amination was within normal limits. 

Skin: Over the right tibia was a lesion meas- 
uring 4 by 5 cm. It was reddish-orange in color, 
translucent, and had telangiectasia over the sur- 
face. Similar smaller lesions were located over 
the medial surfaces of both lower legs. 

Laboratory Data—The serum cholesterol was 
215 mg. per 100 ml. Serologic test for syphilis 
was negative. Fasting blood sugar was 88 mg. 
per 100 ml. One hour after a full meal and an 
additional 50 gm. of glucose the blood suger was 
91 mg. per 100 ml. 

Microscopic Examination—The findings were 
essentially those seen in the first case with the 
presence also of asteroid bodies within giant cells. 
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Extracellular deposits of lipids were demonstrated 
with fat stains. 

Course in Hospital—After a complete medical 
evaluation the patient was found to have no evi- 
dence of any systemic organic disease. 

On Sept. 19, 1950, plastic excision of the largest 
lesion of the right leg was attempted. Complete 
removal was not possible, but approximately 80% 
of the lesion was removed, and the defect was 
closed primarily. 

The: patient was discharged on Sept. 20, 1950, 
with no further therapy for the necrobiosis 
lipoidica. 


Comment and Summary 


Attention has been called to the variety 
of conditions of ‘interest to the dermatolo- 
gist in which asteroid bodies are seen 
histopathologically. The histochemical and 
physical properties of these bodies, which 
are apparently primarily composed of 
lipoprotein, are outlined. 

Two cases of necrobiosis lipoidica in 
which asteroid bodies were found are re- 
ported. Diabetes mellitus was not asso- 
ciated with either case. The occurrence 
of asteroid bodies in necrobiosis lipoidica 
is probably secondary to local deposition of 
lipids. 
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Viscvcbinsts cLipoidica 


A Disease of Changing Concepts 


J. GRAHAM SMITH JR., M.D., Miami, Fla. 





Introduction 
Changing concepts have been the _hall- 
mark of necrobiosis lipoidica. It was first 
described by Oppenheim? under the title 
of dermatitis atrophicans lipoides diabetica, 
but most of the reported cases have been 
under the title of necrobiosis lipoidica 
diabeticorum, as the entity was named by 
Urbach.2 This precedent was followed by 
Michelson and Laymun® and Zeisler and 
Caro in their early reports, as well as by 

most other American authors. 


A. Necrobiosis Lipoidica and 
Granuloma Annulare 

As early as 1934 it was suggested * that 
necrobiosis lipoidica and granuloma annu- 
lare might represent variants of the same 
disease. This concept was presented in 
detail by Bernstein, Ellis, and Kirby- 
Smith.t However, although the histologic 
pictures are similar and occasionally clin- 
ical differentiation may be difficult, many 
authorities disagree.t 


B. Clinical Aspects 


In a review of the literature and a study 
of 8 cases of their own, representing a total 
of 86 cases, Hildebrand, Montgomery, and 
Rynearson !! established much of our pres- 
ent clinical knowledge of the disease. They 
found that more than 87.2% of all the cases 
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had diabetes mellitus when first seen. 
Necrobiosis lipoidica preceded diabetes 
mellitus in 18.9% (10 of 53); the diseases 
had a simultaneous onset in 24.6% (13 of 
53), and diabetes mellitus preceded necro- 
biosis lipoidica in 56.6% (30 of 53). More 
than 80% of the patients were female. The 
dermatosis was usually asymptomatic, but 
pruritus and burning occurred. Lesions 
were bilateral in 56% and on the upper 
extremities in 8.1% of their entire series, 
and ulceration was present in 28% Their 
studies of the blood lipoids were within 
normal range, and little significance was 
attached to the tissue lipoid changes. 

In recent years more cases of necrobiosis 
lipoidica, have been observed in which dia- 
betes mellitus has not been associated.§ 
There is thus good reason to drop diabeti- 
corum from the title.|| 


C. Pathogenesis 


The etiology of the disease is obsqure, 
althcugh the vascular changes associated 
probably play a major role. The absence 
of diabetes mellitus in some cases would 
seem to invalidate disturbances in fat and 
carbohydrate metabolism in the nondiabetic 
as the basis for the disease. The deposition 
of fat, which sometimes does not occur,# 
and the occurrence of asteroid bodies in the 
lesions are secondary to a. disturbance 
which is probably local.1® 


D. Treatment 


Treatment of necrobiosis lipoidica has 


§ References 12 and 13; Ellis, F. A., in dis- 


cussion of Laymon and Fisher.”® 

|| References 7, 8, and 10. 

§ References 10 and 14; Weidman, F. D., in 
discussion of Burgess and Pritchard.** 

# Sachs, P., in discussion of Rein and Kanof,” 
and Lever, W. F., in discussion of Helman.” 
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been unsatisfactory. Diabetic control, ul- 
traviolet light, irradiation, and various 
local medications have had no effect,“ 
and insulin injected directly into the lesions 
has not been successful. Aloe vera appar- 
ently benefited one patient with ulceration.’® 
Vitamin E has not been consistently effec- 
tive.* Quinacrine (Atabrine) has been 
used, with improvement of some of the 
lesions in one patient,?4_ Surgical excision 
with grafting?? and topical cortisone 7 
have been reported to be of value. Injec- 
tion of hydrocortisone into the lesion re- 
sulted in 90% improvément in one pa- 
tient.24 Steiger has also treated three 
cases with intralesional hydrocortisone. In 
one of his patients ulcers of two years’ 
duration reepithelized in approximately 
four months. Progression of the process 
has been stopped in his other two cases for 
a period of 12 months. 


Analysis of Cases 


Because of the frequency with which 
necrobiosis lipoidica is seen without dia- 
betes mellitus, an analysis was made of a 
group of 19 cases seen at Duke Hospital 
in which that diagnosis had been made. 
Only 2 of these 19 cases had not been sub- 
jected to biopsy; however, there was little 
question concerning the diagnosis after 
scrutiny of the charts. Two other cases 
were confirmed histopathologically as _ne- 
crobiosis lipoidica elsewhere. In the re- 
maining 15 cases biopsies were performed 
at Duke Hospital and 13 of these slides 
were reviewed.t All 13 slides presented 
a histologic picture compatible with necro- 
biosis lipoidica. Only 4 of the 13 seemed 
to resemble granuloma annulare more 
closely; however, all of these patients had 


lesions which were clinically necrobiosis 


lipoidica, and 2 of these 4 patients also 
had diabetes mellitus. 


* References 15 and 20. 

+ Steiger, H. P.: Personal. communication to 
author. eo: 

+ These sections were examined by Dr. Bernard 
A. Wansker,- Division of Dermatology, Duke 
Hospital. ee 





During the past 10 years more than 52 
cases of necrobiosis lipodica have been 
reported in the Archives of Dermatology 
and Syphilology (now the A.M.A. Ar- 
CHIVES OF DERMATOLOGY), volumes 50-71, 
most of these in the Society Transactions. 
Of these, 18 cases were presented without 
data, but 7 of these 18 (39%) did not have 
associated diabetes mellitus as indicated by 
title. For 34 cases more information was 
given, and this was tabulated for compari- 
son with the data on the 19 cases seen at 
Duke Hospital. 


A. Association with Diabetes Mellitus 


Eighteen of the thirty-four ARCHIVES 
cases, (52.9%) and sixteen of the nineteen 
cases seen at Duke Hospital (84.2%) were 
not diabetic. Two of these sixteen did, 
however, have equivocal glucose-tolerance 
tests, and so, even if they are included with 
the diabetics, 73.6% of the Duke Hospital 
series did not have diabetes mellitus. 


B. Relation to Diabetes Mellitus 


In the ARCHIVES group four patients had 
diabetes mellitus of unknown duration as- 
sociated with necrobiosis lipoidica. Two 
patients had borderline glucose-tolerance 
curves. Twelve patients had both diseases, 
with a known duration for each disease. All 
12 of the latter group developed diabetes 
mellitus prior to the onset of necrobiosis 
lipoidica. In the Duke Hospital cases one , 
patient had both diseases with an unknown 
duration, two patients were demonstrated 
to have borderline glucose-tolerance tests 
when seen because of necrobiosis lipoidica, 
and one patient developed diabetes. one 
‘month prior to being seen; having had 
‘necrobiosis lipoidica six years. One patient 
had had diabetes mellitus longer than ne- 
crobiosis lipoidica. 
tas C. Sex and Race 
“Of the cases in the ArcutveEs, 31 of 34 
‘were female (914%), and-in the Duke 
group 17 of 19, were. female ; (89.5%). 
Seventeen ARCHIVES patients were indicated 
as being of the white race, and the race 
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of the remainder was unspecified. All 19 
Duke cases were white. 3 


D. Age and Onset 


The average age at onset for the Ar- 
CHIVES patients was 32.7 years,§ with the 
diabetics having an average age of 31.2 
years and the nondiabetics with necrobiosis 
lipoidica having an average age at onset of 
the disease of 34.2 years. The average age 
at onset for the Duke group was 31.5 years; 
the age of onset for the diabetics was 
known for only two of the three and was 
18 and 30 years, respectively, and for the 
nondiabetics the average age was 32.4 
years. For the combined series the average 
age at onset was 32.3 years (Table). 
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(5.9%) of the Duke cases did. The one 
Duke patient with a family history of dia- 
betes did not have diabetes. 


G. Ulceration 


At least 10 of the 34 ARCHIVES cases 
(29.4%) had ulcers associated with their 
lesions, while 2 of 19 (10.5%) in the Duke 
group had ulcers. Eight of the 10 Ar- 
CHIVES patients with ulcers had diabetes, 
but neither of the two Duke cases had. 


H. Location 


Two of the thirty-three ARCHIVES cases 
(6.1%) and one of nineteen Duke cases 
(5.3%) had lesions of necrobiosis lipoidica 
located other than on the lower extremities. 


Age at Onset of Necrobiosis Lipoidica 











Archives Cases 









































Diabetics Nondiabetics All Cases 
Number of cases 31 
Average age 32.7 
Median age 31 
Standard deviation 11.5 
Range 16-57 

Duke Hospital Cases 

Diabetics Nondiabetics All Cases 
Number of cases Rigvidintks Jsvasncdennivensyevnss 18 
Average age 2 Miievhideasenweenakebice 31.5 
Median age EE SS SENG NEE AAA eS a8 8 
SRRITEE COE UNUNOE 285 SE ee 0 Te ee ean oh bald name ami pwiein nein 12.9 
Range po SERIE, SUNN E SN CED GTL SALT, CMTS 18-66 

Archives and Duke Hospital Cases 

Diabetics Nondiabetics All Cases 
Number of cases EERE 7 A eae nets 2 EOE ASRS, See OREE POG ose Ton 49 
Average age DOG isos iin ss nen == Se sn assecese= ag ORE REE SO SES PERSE ate 32.3 
Median age _ RORERORS ASRS Pigeeeres ee reat ent a AUER SMa CES RGR: ek oe ape ee 31 
Standard deviation PRS USs ik cabin adinmatapoeasccusads Baca hate ci odlouw abs unne ue 11.7 
Range NOG oo SK Se abeobice fo. MOD aee eS Eee Vo EE ice A ee 16-66 








E. Duration 
The average duration of the disease at 
the time of the first visit was 4.4 years 
for both groups. 


F. Family History 
Seven of thirteen ARCHIVES cases 


(53.8%) gave a family history of diabetes 
mellitus, while only -one of seventeen 


§ Age at onset was not known for three pa- 
tients in ARCHIVES series and one patient in Duke 
series. 
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In all three cases these were located on the 
upper extremities. 


I. Other Factors 


Various other factors were evaluated in 
the Duke series. This could not be done 
with most of the ARCHIVES cases because 
of lack of information. 

Only 1 of 10 Duke cases was hyperten- 
sive. None had tuberculosis. The diabetics 
were all under good control. None of the 
Duke cases gave a history of trauma pre- 
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ceding the development of the skin lesions. 
The diet and economic status were good, 
and most of the patients were private. 
Four of the nineteer. had unilateral lesions. 
The lesions were not infrequently symp- 
tomatic, pruritus or burning being present 
in 4 of the 19 patients (21%). 
J. Effect of Therapy 

No therapy used .on our patients other 
than excision with grafting for large defects 
and intralesional hydrocortisone was bene- 
ficial. The former was used with good 
results on two patients, one of whom re- 
quired grafting. Intralesional hydrocorti- 
sone has been used on one case, with 
improvement estimated to be 50%. How- 
ever, the period of follow-up (two months) 


. has been too brief to allow for final evalu- 


ation. 

Local cortisone was used on two patients 
without response. Oral vitamin E had 
absolutely no effect on the five cases treated 
with it. 

Comment 

Necrobiosis lipoidica occurs in the ab- 
sence of diabetes mellitus in 50% to 75% 
of cases. The concept that all patients with 
necrobiosis lipoidica eventually develop 
diabetes mellitus does not seem to be ten- 
able. One case?! of necrobiosis lipoidica 
has been observed for 20 years without the 


|| There is no statistically significant difference 
in the age of onset of necrobiosis lipoidica in 
diabetics as compared with nondiabetics. 
2 2 
oD= x + = 
where oD=standard error of the difference be- 
tween two means; o:, ox= standard deviations of 
the two samples; and N:, Ne=number of cases in 
each sample. 


For the ARCHIVES cases: 


(12.4)? + (10.8)2 1 
oD=\ 7" 6 =4.18, 


which is greater than the difference between the 
two means of 3 (34.2—31.2), therefore no sig- 
nificant difference. 


For the entire series: 


(12.1)? (11.8)? 
v=\ a + 2 =3.6, 


which is greater than the difference between the 
two means of 3 (33.3—30.3), therefore no signifi- 
cant difference. 

















development of diabetes mellitus, and one 
of our own cases has had necrobiosis lipoi- 
dica for 13 years without developing dia- 
betes. This does not relieve the physician 
of the responsibility of searching for dia- 
betes mellitus in every case of necrobiosis 
lipoidica, however. 

- Approximately 90% of the cases occur in 
females. The disease is extremely rare in 
the Negro and Oriental races, if it occurs at 
all. The age of onset isstypically in the 
third decade, although there has been a 
variation from 5 to 72 years of age. The 
diabetic has the onset of necrobiosis lipoi- 
dica at approximately the same age || as 
the nondiabetic who develops the disease; 
when the two diseases are associated dia- 
betes mellitus usually develops before necro- 
biosis lipoidica. 

Ulceration may be more frequent in 
diabetics than in nondiabetics. Lesions 
occurring in locations other than on the 
lower extremities are uncommon but do 
occur in 5%-10% of the cases. Mucous 
membrane lesions have not been reported. 

The lack of a relationship of the disease 
to hypertension, tuberculosis, severity of 
diabetes, and trauma seems evident. Diet 
plays no role apparently, and the Duke 
patients were largely in a higher income 
group, with a good economic status. Mild 
symptomatology associated with the lesions 
is not infrequent, but when present it is 
usually not severe. 

Until the use of intralesional hydrocorti- 
sone, the only effective therapy has been 
excision and grafting for large defects. 
Intralesional hydrocortisone offers a meth- 
od of therapy available to all dermatologists 
which may be effective in halting the pro- 
gression of the disease, although it does 
not result in complete disappearance of the 
lesions. 


Summary and Conclusions 
The concept of necrobidsis lipoidica has 
been a changing one. The disease is prob- 
ably not a variant of granuloma annulare. 
It was found to be associated with diabetes 
mellitus in only one-fourth of the cases 


283 








in a series observed at Duke Hospital, even 
when patients with equivocal but not defi- 
nitely diabetic glucose-tolerance curves 
were included in the diabetic group. 

When diabetes mellitus is associated with 
necrobiosis lipoidica, the diabetes mellitus 
usually develops first; however, the asso- 
ciation of diabetes mellitus apparently does 
not alter significantly the age of onset for 
necrobiosis lipoidica. 

Approximately 90% of the cases occur in 
the female sex; the Negro and Oriental 
races are rarely affected if at all, and the 
disease, while more commonly having its 
onset in young adults, occurs in all age 
groups except in infancy and early child- 
hood. Lesions are not frequently seen in 
locations other than on the lower extremi- 
ties. Ulceration probably occurs more fre- 
quently in diabetics, but it may occur in 
nondiabetics. Mucous membrane lesions do 
not occur. 

The etiology of necrobiosis lipoidica is 
obscure, but the pathologic changes are 
probably secondary to vascular abnormali- 
ties. 

Surgical excision with grafting if neces- 
sary to close large defects is the most 
effective therapy available at present. In- 
tralesional injection of hydrocortisone de- 
serves further trial. 

University of Miami School of Medicine (Dr. 
Smith). . 

403 N. Tryon St, 
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Introduction 


We have been impressed by the almost 
constant presence of smaller and larger 
foci of keratin material in the epithelial 
cell nests of basal-cell epitheliomas. This 
study was undertaken to evaluate these 
keratinized foci and to see if any light 
could be shed on the morphogenesis of 
basal-cell epitheliomas and also to question 
the validity of the concept of basal-squa- 
mous epithelioma. 


Methods 


All of the basal-cell tumors seen in our labora- 
tory during the past two and one-half years were 
reexamined and reviewed. The specimens were 
stained with hematoxylin and eosin, occasional 
ones with silver and PAS-stains. Biopsy speci- 
mens of 147 lesions from 122 patients were 
studied. One patient had as many as nine separate 
lesions, removed, interestingly enough, from the 
back. 


Gross and Microscopic Observations 


Grossly, the tumors were either flat or 
sligthly raised, forming low mounds. Only 
one lesion was polypoid and pedunculated. 
Basically, the’ lesions were characterized 
by various-sized solid nests of hyperchro- 
matic oval- to spindle-shaped cells with the 
usual peripherally palisading and central 
haphazard arrangement. Almost without 
exception, in the tumor nests, there were 
irregularly placed larger and/or smaller 
foci of keratinization, at times forming 
small horny cysts and at times nearly filling 
the cytoplasm of cells, arranged in small 
whorls and resembling tiny pearls. Exag- 
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geration of this process produced out- 
spoken, large horny cysts. The pattern of 
keratinization forming the keratotic cyst 
was constant and striking. There was a 
whorled or laminated arrangement of the 
tumor cells about the central focus of 
keratin, producing a “cell-keratin complex” 
having an organoid appearance and resem- 
bling altered or abortive hair follicles. 
Frequently, within a single lesion the “cell- 
keratin complex” changes were such that 
a definite pattern was discernible and all 
stages of development, from small nests of 
keratin to fairly well-formed hair follicles, 
were easily seen (Figs. 1 and 2). In the 
rare lesion (only three) in which keratotic 
cysts could not be found, there was one or 
more foci within the tumors where the cells 
were larger than usual and had an increase 
of eosinophilic cytoplasm. These cells 
probably represented early keratotic changes 
and formed. tiny pearl-like lesions men- 
tioned above. Coarse pigment granules 
were commonly associated with, and in 
the centers of, the “cell-keratin complexes” 
(Fig. 3). 

It was common to find the edge of the 
tumor cell nests extending around and 
apparently pinching off small portions of 
the stroma (Fig. 4). In approximately 
10% of our series there was basophilic, 
myxoid change in the stromal inclusions 
within the tumor nests. In a few tumors 
the basophilic change was extensive, pro- 
ducing large pseudocystic spaces, thereby 
imparting an adenoidal appearance to the 
tumor (Figs. 5 and 6). In a few of the 
lesions there was an admixture of the more 
usual solid nests and the pseudocystic ade- 
noidal form. 

The tumors could be seen to arise from 
both the epidermis and the hair follicles. 
In our series there were no examples where 
the tumor was seen to arise from sweat 
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glands. In one case the tumor had its 
origin from an epidermal cyst. 

We did not see intercellular bridges in 
the hematoxylin-and-eosin-stained sections 
of these tumors, except in one instance. In 
this lesion, which otherwise presented the 
usual solid nests of tumor cells, there was 
a single well-defined focus located at the 
deep aspect of the tumor, where the cells 
were abruptly changed into polyhedral cells 
with clearly defined intercellular bridges 
(Fig. 7). 

The epidermis overlying the tumors was 
thinned or atrophic in the vast majority of 
cases, and in approximately one-half of 
these there was ulceration as well. The 
epidermis in the remaining lesions showed 
either no alteration or actual acanthosis, 
which at times was sufficiently pronounced 
to have the appearance of pseudoepithelio- 
matous hyperplasia (Fig. 8). In general, 
the lesions were located in the upper half 
of the corium. A small number were of 
the superficial variety. -In only two in- 
stances was there extensive penetration; in 
one case there was extension into and 
through cartilage of the ear, and in the 
second there was extension into underlying 
muscle. A mild to moderate inflammatory 
infiltrate, surrounding the tumor nests and 
composed principally of lymphocytes and 
plasma cells, was a rather common find- 
ing. In a few of the lesions the infiltrate 
was extensive, and in an additional few 
there was no inflammatory infiltration. 
Retraction of the nests of tumor cells from 
the surrounding stroma, as well as a baso- 
philic appearance of the surrounding 
stroma, was frequently, though not invari- 
ably, seen. In four of the lesions there 
wére well-developed foci of calcification 
within the tumor nests (Fig. 9). Two of 
the lesions had large areas of cystic necrosis 
within the neoplastic epithelial cell nests, 
giving the tumor a comedo appearance. 


Comment . 


There was found, almost without excep- 
tion, the presence of “cell-keratin com- 
plexes,” which, while minimal in some 
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lesions and hence when viewed singly 
could easily be unnoticed, when viewed 
collectively seemed clearly to show a ten- 
dency on the part of the cells in the basal- 
cell epithelioma to reproduce the pilar _ 
apparatus (Fig. 10). This was seen espe- 
cially well in those tumors where all grada- 
tions between small and abortive keratotic 
nests and those nests which quite obviously 
were well-formed hair follicles were pres- 
ent. This is equally true in those tumors 
which were in continuity with the epidermis 
and had no apparent connection with the 
pilosebaceous apparatus or other skin ap- 
pendages. It would seem reasonable to 
believe that there remain in the basal layer 
of the epidermis cells which are the anlage 
of the pilosebaceous structures, and that 
these could give rise to those basal-cell epi- 
theliomas which are seen to rise from the 
epidermis. Morphologically, there is a 
marked similarity between the primordial 
hair structures seen in the third-to-fourth- 
month fetus and the superficial, or intra- 
epidermal, basal-cell epitheliomas (Figs. 11 
and 12). Haythorn with silver stains dem- 
onstrated a similarity. of the basement 
membrane around the basal-cell epithelioma 
and around the hair follicles. Though 
Montgomery questioned the value of silver 
stains in supporting the histogenesis of this 
tumor, preliminary studies in our labora- 
tory, we feel, support Haythorn’s observa- 
tions. We hope to pursue this interesting 
facet in the future. If the basal-cell epi- 
thelioma were a tumor of undifferentiated 
basal cells, this would imply that it would 
pursue a more active biological course than 
the more differentiated squamous-cell carci- 
noma, whereas in most instances, as is well 
known, it actually does not. 

Aside from morphological considerations, 
Lever and others have pointed to many 
interesting facts concerning the biological 
behavior of the basal-cell epithelioma which 
lend much support to appendageal origin 
of basal-cell epitheliomas. Lever points 
out that (1) basal-cell epitheliomas occur 
only in areas where skin appendages are 
present, i.e., the skin, with the exception 
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of palms and soles (there are rare excep- 
tions, however) and never from mucous 
membrane epithelium; (2) basal-cell epi- 
theliomas resemble primary epithelial germ 
structures seen in the third- and fourth- 
month fetus; (3) presence in basal-cell 
epitheliomas of differential structures such 
as hair. follicles, sebaceus glands, and 
sweat glands; (4) basal-cell epitheliomas 
may be present with other adnexal tumors 
such as nevus sebaceus, syringocystade- 
noma papilliferum, sebaceus epithelioma, 
or trichoepithelioma. Wallace and Halpert 
feel that all basal-cell epitheliomas arise 
from hair follicles or hair anlage and sug- 
gest the designation of “trichoma” for 
these growths. We feel that our study lends 
support to this concept. Foot has pointed 
out that those tumors with an adenoidal 
pattern may have had their origin from 
sweat glands. However, an adenoidal pat- 
tern in our series was apparently due to 
degeneration of stromal inclusions. When 
these inclusions were followed to their 
origin, the edge of the tumor could be seen 
to surround small portions of the stroma. 
The tumor cells, being at the edge of the 
tumor, have the characteristic palisaded 
arrangement, which is maintained even 
when the process is complete, and the 
stromal elements are apparently entirely 
within the tumor nests. When the included 
stromal elements are numerous, and_par- 
ticularly when there is, in addition, 
basophilic myxoid degeneration, the appear- 
ance of glandular structures is striking, 
though false. Teloh and Wheelock state 
that definite evidence that basal-cell epi- 
theliomas may originate from sweat glands 
was not seen in their series. 

It seems striking that, though basal-cell 
epitheliomas arise from the skin, they are 
not seen on the palms or soles, sites which 
lack pilar structures though having sweat 
glands. There are rare exceptions, perhaps 
which prove the rule, and Pascher and 
Sims have reported two cases where basal- 
cell epitheliomas were on the sole. 

Ormsby and Montgomery feel that the 
presence of squamous nests within the 





basal-cell nests indicates a more malignant 
tumor. Allen, on the other hand, states 
that in his experience this is not the case 
and in his illustrations of the basosquamous 
variety he gives an excellent illustration of 
keratotic cysts with the whorled and lami- 
nated arrangement of the adjacent tumor 
cells which were seen so commonly in our 
series and which we feel are hair anlage 
and not either differentiated or de-differ- 
entiated squamous cells. While acanthosis 
and pseudoepitheliomatous hyperplasia are 
not common, they must be carefully differ- 
entiated from coexisting squamous-cell 
carcinoma. We have seen one case (not 
included in this series) of coexisting 
Squamous-cell carcinoma and_basal-cell 
epithelioma in an area of radiation derma- 
titis resulting from x-ray therapy approxi- 
mately 15 years prior to the appearance of 
the lesion. Because keratotic or actual hair 
formation was seen in nearly all of our 
cases, we feel that the amount is a matter 
of degree and that the designation of baso- 
squamous should be limited to those tumors 
with actual admixed basal-cell epithelioma 
and squamous-cell carcinoma, and this must 
be exceedingly rare. 


Summary 


In a review of 147 basal-cell epitheliomas, 
we found “keratin-cell complexes” in 144 
and suggestive pearl formation in the re- 
maining three. The general characteristics 
of these basal-cell tumors are described. 
The evidence for an appendageal and hair 
anlage origin of basal-cell epitheliomas is 
reviewed. It is our feeling that the presence 
of the keratin-cell complexes represents 
changes in the direction of the hair follicles 
and supports the origin of these tumors 
from either epidermal germ buds or hair 
anlage. We also feel that the diagnosis 
basosquamous-cell carcinoma should be re- 
stricted to admixed basal-cell epithelioma 
and squamous-cell carcinoma, and that most 
of the tumors so designated are either ex- 
amples of keratin-cell complexes of abor- 
tive hair follicles or squamous cells from 
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areas of pseudoepitheliomatous hyperplasia 
of the surrounding epidermis. 
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Necbecthes ‘ Eruption 


JOHN S. STRAUSS, M.D., Philadelphia 





Several reports of seabather’s eruption 
have appeared since Sams” original de- 
scription of this entity, but the etiology 
has not been definitely determined. Marine 
schistosome organisms have been reported 
to be the etiological agents.* A direct 
causal relationship has not been established 
beyond a doubt by recovery of the organ- 
isms coincidentally with the occurrence of 
clinical cases. During April and May, 1954, 
approximately 75 persons were seen with 
seabather’s eruption following exposure in 
the area of Guantanamo Bay on the south- 
eastern shore of Cuba. The occurrence of 
seabather’s eruption in this area has pre- 
viously been described.f 


Clinical Studies 


Almost all of the cases observed followed 
bathing in the ocean at various local beaches 
on April 25, 1954. Sporadic new cases 
were seen for the next three weeks. All age 
groups were involved. Only a small number 
of persons reported the occurrence of itch- 
ing while in the water; the typical erythe- 
matous pruritic papules and welts appeared 
usually 12 to 24 hours later. In general, 
the lesions were follicular. Occasionally, 
the lesions did not appear for three to four 
days. The characteristic site of involve- 
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ment was the bathing-suit area, and usually 
the axillae also were involved. Lesions 
were seen rarely on the neck, in the ante- 
cubital fossae, and in the popliteal spaces. 
All of the lesions appeared in locations 
where there was the greatest likelihood of 
slow drying; the exposed areas were free 
of lesions in all but about five of the cases. 
In approximately 50% of the cases that 
were available for follow-up, there was a 
febrile response, with fever up to 102- 
103 F, nausea, malaise, and some vomiting. 
The systemic symptoms were seen in adults 
as well as children. 


Laboratory Studies 


White blood cell counts and sedimentation 
rates were normal in 13 patients. The 
differential blood cell counts were normal 
except for relative eosinophilia in four 
cases of 4%, 5%, 6%, and 7%. Stool 
examinations were done on 48 patients two 
weeks after the appearance of the dermatitis 
and on 17 patients five weeks after the 
appearance of the dermatitis. Direct smears 
and alcohol sedimentation tests were nega- 
tive for parasites in all but one patient, 
who had the incidental finding of Enda- 
moeba trophozoites. Complement-fixation 
tests for schistosomiasis on sera obtained 
from 48 patients two weeks after the onset 
of the dermatitis and repeat examinations 
on sera obtained five weeks after the onset 
of the eruption were negative. 

Intradermal skin testing was done on 48 
patients approximately two weeks after the 
appearance of the dermatitis, and this was 
repeated on 36 patients approximately five 
weeks from the onset of the dermatitis. 
The antigens were phenolized-saline sus- 
pensions of ether extracts of cercarial and 
adult Schistosoma mansoni organisms; in 
several instances a saline-extracted antigen 
was used. A phenolized-saline control was 
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negative in all patients. Dilutions used in- 
cluded 1:2500 and 1:10,000: cercarial anti- 
gens and 1:1000 and 1:5000 adult antigens. 
All four dilutions were not necessarily used 
in each case, but at one time both of the 
more concentrated antigens were used in 
every patient. 

A positive intradermal test was obtained 
to the 1:2500 cercarial antigen at one of 
the two testing periods in eight patients. 
Two of these showed an increase in the 
response on retesting at five weeks. There 
were three positive reactions to the 1:1000 
adult antigen, and two of these occurred 
in patients who reacted to cercarial anti- 
gens. All of the positive reactions were 
of the immediate type. 

Field studies two weeks after the initial 
cases were seen showed several varieties 
of marine snails, but no species was found 
in sufficient number to be significant. No 
shedding of cercariae was observed from 
snails on isolation. The geographic con- 
figuration of the beaches was such that 
there was strong wave action from the open 
seas, and plankton and necton could be 
easily blown onto the shore by the off-shore 
winds which were prevalent at the time. 
Dried Sargassum seaweed was found on 
the beaches. A species of small tan jelly- 
fish-like organisms identified as a true 
scyphozoan medusa was found in abundant 
numbers on April 27, 1954, but direct 
application of this organism to the skin 
of two volunteers did not result in any 
reaction. 


Comment 

In contrast to  seabather’s eruption, 
swimmer’s itch, classically described by 
Cort,® definitely has been shown to be a 
sensitivity phenomenon involving avian 
schistosome organisms.{ In swimmer’s 
itch the exposed areas of the body are in- 
volved, whereas in seabather’s dermatitis 
involvement of the covered areas of the 
body is predominant. Apparently, these are 
two distinct clinical entities. 
the quest for an etiological agent for sea- 
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bather’s eruption has revolved around the 
finding of cercariae in snails collected from 
salt water. These cercariae have pro- 
duced a dermatitis on direct exposure, but 
the description of the dermatitis is not clear. 

In 20 persons who were tested with S. 
mansoni antigens intradermally, Cort,1! the 
only one of the group to have had swim- 
mer’s itch, had the single positive reaction. 
There is other evidence of cross _sensi- 
tivity between the schistosome organisms.|| 
The cross sensitivity is not regular between 
avian schistosome organisms and the schis- 
tosome organisms of man (S. mansoni, S. 
japonica, S. hematobium) as compared 
with the reaction between the different 
schistosome organisms of man_ alone.’ 
Recently Hsu and Ameel {| found very little 
evidence of cross sensitivity to S. mansoni 
antigen in persons with proved swimmer’s 
itch at Douglass Lake. ~ 

If it is assumed that a cross sensitivity 
between the antigens exists, cases of sea- 
bather’s eruption probably are not a sensi- 
tivity phenomenon to schistosome organ- 
isms. Positive skin tests occurred in only 
a small percentage of the patients, and 
these do not appear to be significant. The 
etiological agent of seabather’s eruption is 
probably not a schistosome. 


Summary and Conclusion 


An outbreak of seabather’s eruption is 
described. 


There were no significant positive labora- 
tory findings, including skin tests with S. 
mansoni antigens. 

The differences between this disease and 
swimmer’s itch are detailed. They appear 
to be distinct entities. 

The etiologic agent of seabather’s erup- 
tion has not been identified. 


§ References 2 to 5. 

|| References 10, 12, and 13. 
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Al ji ee Anticoagulant Sailor in 


Systemic Lupus Erythematosus 


SHELDON SWIFT, M.B., Ch.B. (Liverpool), 
M.R.C.S. (England), L.R.C.P. (London), 
Portland, Ore. 





The concept of lupus erythematosus as 
an immunologic disease is gaining popu- 
larity. Certain cases of lupus erythematosus 
present as hemolytic anemia, and_ the 
Coombs test may be positive in these, and 
indeed may reveal the presence of circulat- 
ing antibodies in other cases of lupus 
erythematosus in which hemolysis is not 
apparent. A false-positive serology is also 
an indication of an immunologic reaction. 
It is of great interest, therefore, to find 
lupus erythematosus associated with any 
other immunologic phenomenon. Recently 
the attention of hematologists has been 
drawn to a small number of patients with 
a hemorrhagic disturbance due to a circu- 
lating anticoagulant. There is evidence that 
in some of these cases the anticoagulant is 
formed by an immunologic process. Crad- 
dock and Lawrence have reported the de- 
velopment of an anticoagulant in hemophilia 
following repeated therapy with blood, 
plasma, or antihemophilic globulin.'! Several 
anticoagulant factors have been described. 
In hemophilia the anticoagulant is usually 
directed against the antihemophilic globulin. 

A few cases have been described of pa- 
tients with disseminated lupus erythemato- 
sus who have also developed circulatiny 
anticoagulants.* Although this is a rare 
finding, it is possible that with increased 
awareness of such a complication more 
cases will be revealed by appropriate labora- 
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tory investigation. This paper is presented 
to record two new cases in the dermatologic 
literature. 

The process of blood coagulation has 
been classically outlined as a _ two-stage 
reaction. In the presence of calcium and 
thromboplastin, prothrombin is converted 
to thrombin. This reacts with plasma fibri- 
nogen to create fibrin, which forms the 
framework of the clot. This simple outline 
has been modified and enlarged so that 
some 50 or more factors have now been 
identified as significant in the clotting 
mechanism, Essentially, however, — the 
classic theory is still the accepted basis. 
Thromboplastin is derived. from  disin- 
tegrated platelets and damaged tissues, sev- 
eral factors being necessary to produce it. It 
it thought to be a phospholipid protein and 
as such is presumably capable of antigenic 
activity. It is of especial interest here 
since in the few reports of anticoagulant 
activity in lupus erythematosus the ab- 
normal antibody has been an antithrombo- 
plastin in each case. This readily 
demonstrable by adding the anticoagulant 


is 


serum to a mixture of normal blood and_ 


rabbit brain thromboplastin, when clotting 
will be inhibited if an antithromboplastin is 
present. It is also demonstrated by the 
routine method of prothrombin estimation, 
which in most laboratories consists essen- 
tially of adding a standardized thrombo- 
plastin solution to the plasma. However, 
two cases have been reported with anti- 
thromboplastin which was _ species-specific, 
inhibiting only human thromboplastin.t+ 
CASE 1.—An intelligent white woman, 47 years 
old. Since her teens she has been treated for a 
recurrent eruption on her body and extremities, 


+ References 5 and 6. 
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LUPUS ERYTHEMATOSUS—ANTICOAGULANT FACTOR 


worse in summer and often accompanied by 
malaise, swelling of the joints, and vague aches 
and pains. ,She was treated for “poison oak” on 
several occasions. In cold weather her hands 
would become red and painful. When 22 years 
old she underwent thyroidectomy for a _ toxic 
goiter, as did five sisters. At one time she was 
treated for syphilis because “the doctor told her 
that a blood test was positive.” In 1949 she de- 
veloped an eruption across the bridge of her 
nose and on her cheeks. She also noted occasional 
fever. In 1954 she was hospitalized elsewhere 
for sudden pain in her chest and abdomen, and 
at this time she began to feel excessively nervous 
and depressed. The report from this hospital is as 
follows: Her spleen was palpable, and labora- 
tory data showed a moderate anemia with normal 
white cell count and differential. The sedimenta- 
tion rate was elevated; serum protems were 
within normal limits, there was a 2+ Kahn 
and positive Kolmer and VDRL. Examina- 
tion of the bone marrow showed L.E. cells on two 
occasions. She was treated with cortisone, but 
therapy was changed to prednisone after she had 
developed fluid retention. She was discharged on 
a maintenance dose of 20 mg. of this drug, 
although she has not felt much improved since 
steroids were commenced. 

In January, |. , there was an exacerbation of 
her illness. She felt extremely weak, and had 
joint pain accompanied by bouts of fever and 
was compelled to spend some of her time resting 
in bed. She noticed that her hair was coming 
out. Two weeks before admission her mouth 
became sore, and she saw small ulcers around 
her lips and on her tongue. She had some bleed- 
ing from the gums after brushing her teeth. 

On examination there were few physical signs. 
She appeared a chronically ill patient, slightly 
overweight and with a full face. Temperature 
was 100 F, pulse 120, and respirations normal. 
There .were some small superficial ulcerations 
around her mouth, on the tip of the tongue, and 
on the buccal mucosa. A thyroidectomy scar was 
visible, and she had slightly prominent eyes. Her 
skin showed minimal increased pigmentation and 
slight roughening on both cheeks, and small 
patches of pigmentation and some erythematous 
and excoriated areas beneath the breasts, on the 
abdomen, and on the legs. The spleen was pal- 
pable, but the remainder of a complete examina- 
tion was normal. Laboratory data on admission 
were not dramatic. The white cell count was 
2850, but no other gross abnormality was dem- 
onstrable. The Kahn was 1-++, and a peripheral 
blood examination for L. E. cells failed to 
demonstrate typical inciusion bodies. 

She had exhausted her medication four days 
before admission, arid in view of her unchanging 
Picture treatment was withheld for one day while 


the initial laboratory tests were carried out. Two 
days after admission, although therapy had been 
recommenced, she relapsed. The crisis was marked 
by severe depression and malaise and complicated 
by extensive purpura and bleeding from the 
mouth: A_ platelet count was 48,000, and the 
Rumpel-Leed= test showed marked capillary 
fragility. Prednisone (Meticorten) was increased 
to 100 meg. daily, and 40 units of corticotropin 
(ACTH) gel was injected intramuscularly. In 
addition transfusion with whole blood was carried 
out. This vigorous therapy produced a slow 
but satisfactory response, and the purpura im- 
proved, though she continued to bleed from the 
gums for several days. There was aggravation 
of her depression, which was relieved by heavy 
sedation. Laboratory data at this time showed 
several more abnormalities, mainly concerned with 
the hemorrhagic tendency. The L. E. test was now 
positive, and the sedimentation rate was 101 in 
45 minutes (Westergren). There was a 3+ 
cephalin flocculation. Direct and indirect Coombs 
tests and the heterophile agglutination test were 
all negative. Her platelet count remained below 
40,000, the prothrombin concentration was 57%, 
and the bleeding time and coagulation time (Lee- 
White method) were both more than 30 minutes. 
Clot retraction commenced in 3 hours and was 
completed in 24. A simple five-tube test showed 
the potency of the circulating anticoagulant. 
Blood from a normal person was mixed with 
the patient’s blood in the proportions indicated. 
The coagulation times in each tube are shown in 
Table 1. 


TABLE 1.—Coagulation Time in Case 1 








Tube 1 2 3 4 5 
Patient’s blood (ml.) 0 0.1 0.5 0.9 1.0 
Normal blood (ml.) 1.0 0.9 0.5 0.1 0 
Coagulation time (min.) 7 * 27 30+ 30+ 30+ 





The anticoagulant is thus shown to be sufficiently 
powerful to inhibit coagulation markedly even in 
a dilution as low as 1:10. 

The patient has continued to improve and her 
steroids have been gradually reduced. At this 
time she is being satisfactorily maintained, with 
the precaution of placing her on antacids and a 
milky diet in order to lessen any risk of peptic 
ulceration and hemorrhage which could prove 
disastrous to her. 

Case 2.—An alert married woman, aged 24. 
She became ill with rheumatic fever when 8 
years old. Shortly after this illness she experi- 
enced joint pains, and she describes a typical 
Raynaud’s phenomenon which affected her hands 
for the next five years. At the age of 13 she 
had pneumonia and was treated with a sulfona- 
mide, to which she reacted with swelling of the 
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face. Shortly afterwards there was a recurrence 
of joint pain, which continued intermittently for 
the next three years. Routine chest x-ray in 
1947 revealed pulmonary tuberculosis, and she 
was hospitalized. Positive sputums were obtained 
and she was treated with streptomycin, amino 
salicylic acid (PAS), and amithiozone (Tibione) 
in turn, developing “allergies” to each of them 
after a few days of therapy. A left artificial 
pneumothorax was induced, and she was treated 
by this method and with bed rest, for the next 
three days. During this time the left pneumo- 
thorax was stopped and a right-sided pneumo- 
thorax commenced. She was discharged in May, 
1951,. and periodically attended a clinic for refills, 
and at this time she felt well enough to get 
married. In February, 1953, she had a second 
attack of penumonia. This reactivated the pul- 
monary tuberculosis, and she was again hospital- 
ized. Serology was found to be positive on this 
admission, and on the basis of this and the his- 
tory of Raynaud’s disease and painful finger 
joints a diagnosis of lupus. erythematosus was 
made. Preparations for L.E. cells did not show 
typical inclusions, though the reports describe 
cells which were certainly abortive forms. She 
had a white cell count of 3400, and there was 
cryoglobulinemia. Autoagglutinins were demon- 
strable; the serum proteins were raised with an 
A/G ratio of 4.3:4, there was a 4+ cephalin 
flocculation and a markedly elevated sedimentation 
rate. Routine blood investigations were performed 
in anticipation of surgical treatment and these 
showed a coagulation defect. Prothrombin con- 
centration was 37%, and the clotting time was 
greater than 30 minutes. The coagulation time 
was more than 45 minutes. On questioning she 
denied any bleeding tendency but said that. she 
bruised easily. Surgery was not considered ad- 
visable at that time, and therapy with isoniazid 
(INH) and viomycin was commenced. She was 
also treated with chloroquine. On March 4, 1954, 
typical L.E. cells were found. 

She signed herself out of the hospital in the 
summer of 1954, but was readmitted in August, 
1955. There was a faint eruption on the butterfly 
area.. Laboratory data on this admission were as 
follows: Urinalysis was negative, there was. no 
leucopenia. The sedimentation rate was 65 in 
45 minutes. Kline and Kolmer were 3+. Typical 
L. E. cells were present in peripheral blood 
preparations. Prothrombin concentration was 45%, 
and the coagulation time was 30 minutes. A simple 


TABLE 2.—Coagulation Time in Case 2 








Tube 1 2 3 4 q 6 
Patient’s blood (ml.) 0 02 O04 O06 O8 10 
Normal blood (ml.) 10 08 06 O04 02 0 
Coagulation time (min.) 14 43 43 454+ 45+ 45+ 
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titration to demonstrate circulating anticoagulant 
yielded the results shown in Table 2. 

She is being treated with isoniazid and viomycin 
at this time. The lupus erythematosus appears to 
be in remission. 


Comment 


Further investigations into the nature of 
the anticoagulants in these cases are being 
carried out in the Division of Experimental 
Medicine of the University of Oregon 
Medical School and will be reported else- 
where when completed.t There has been 
some previous work which is already well 
summarized.’ Fractionation of serum by 
electrophoresis has localized anticoagulants 
of this type to the gamma globulin. It 
would be of great interest if they were 
found to be related to the L.E. factor, 
although one would expect to find them 
more frequently in lupus erythematosus if 
this were so. The fact that a circulating 
anticoagulant was discovered in our second 
case in the absence of hemorrhagic mani- 
festatigns may indicate that the condition 
is, in fact, commoner and that an increas- 
ing number of cases will be reported as 
time goes by. It is easy to build up a hypo- 
thetical chain of events in Case 1. Just as 
certain cases of lupus erythematosus show 
autoantibodies .which result in the hemo- 
lysis of red blood cells, other cases develop 


thrombocytopenia, and the liberation of 


excessive amounts of thromboplastin from 
the destroyed platelets could well result in 
the production of antibodies against this 
substance. It is therefore questionable 
whether or not one should transfuse such 
patients with whole blood*as we did, for 
the beneficial rise in platelets is only transi- 
tory and the freshly liberated thrombo- 
plastin might result in a raised titer of 
anticoagulant. Perhaps it would be more 
advisable to rely on the empirical action 
of the steroids in such cases. 

In our patient (Case 1) administration 
of steroids did not result in a lessening of 
the circulating anticoagulant. This has 
been the experience elsewhere. It appears 


t Pirofsky, B.: unpublished data. 





UMI 








UMI 


LUPUS ERYTHEMATOSUS—ANTICOAGULANT FACTOR 


that antithromboplastins are permanent, 
and the prognosis is correspondingly poor. 
Care should be taken to avoid trauma, and 
one should beware of the ulcer-producing 
tendency of the steroid hormones. 


Summary 


The presence of. autoantibodies in lupus 
erythematosus is frequently demonstrated 
when hemolytic anemia or thrombocyto- 
penic purpura are manifestations of the 
disease, and the Coombs test and _ false- 
positive serology are indicators of auto- 
immunologic activity. It is therefore of 
interest to find other immunologic phenom- 
ena in lupus erythematosus. In _ recent 
years circulating anticoagulants have been 
described, and rarely these have been re- 
ported in lupus erythematosus. Two cases 
of this syndrome are recorded. The anti- 
coagulant in lupus erythematosus seems to 
inhibit thromboplastin, and is located in 
the serum gamma globulin. 


Addendum 


Case 1 has been followed at regular in- 
tervals since the crisis described in this 
paper, which took place six months ago. 
She now appears in good health and is 
maintained in apparently complete remis- 
sion by 25 mg. of prednisone daily. It is 


of great interest that hematologic examina- 
tion at this time in the department of ex- 
perimental medicine shows complete 
absence of any antithromboplastin factor. 
The disappearance of this type of anti- 
coagulant is extremely unusual. 


Author’s present address: 130 N. La Cienega 
Blvd., Los Angeles 48. 
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Substitution of a fluorine atom at the 
ninth carbon position? enhances mate- 
rially the electrolytic as well as the anti- 
phlogistic activity of hydrocortisone.” 
The former property renders fludrocorti- 
sone (9a-fluorohydrocortisone) unsuitable 
for systemic therapy,* the latter promising 
for topical use. 

Studies of Sulzberger* and co-work- 
ers and of Robinson,® using the paired 
comparison method, seem to indicate that 
fludrocortisone is in many instances super- 
ior to hydrocortisone in the topical therapy 
of various dermatoses, mainly eczema. The 
majority of Robinson’s> patients were 
treated with fludrocortisone alone without 
adequate controls. Both of these methods 
are open to criticism and do not prove be- 
yond doubt the effectiveness of fluorinated 
hydrocortisone. 

Eczema is a capricious disease. Its course 
depends on a great number of factors be- 
sides the topical use of an effective agent. 
Change of environment such as hospitaliza- 
tion, intercurrent diseases, psychological 
factors, elimination of previous overtreat- 
ment, and the mere fact of medical treat- 
ment even with indifferent vehicles are 
known to produce at times improvement. 
Rigidly controlled experiments are the 
more imperative in evaluating a new agent. 

In 1954, preliminary clinical trials with 
fludrocortisone ointment and lotion, without 
controls, in 12 patients with allergic ec- 
zema, seborrheic dermatitis, and contact 
dermatitis had shown encouraging results. 
All but one improved, some of the cases 
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dramatically. This initial success induced 
the present study. 


Material and Method 


In cooperation with Dr. Walter R. Kessler, 31 
patients with allergic dermatitis were treated in a 
rigidly controlled study, using the simultaneous 
paired comparison method. This group consisted 
of 28 children between 3 months and 12 years of 
age and 3 adults; 17 were female and 14 male. The 
duration of eczema prior to this treatment varied 
between 1% months and 10 years. In almost all 
cases, the 0.25% concentration of fludrocortisone 
acetate in an ointment or lotion base * was used 
on one side of the body. In all cases, this higher 
concentration was given a chance if previous use of 
the 0.1% concentration had proved unsatisfactory. 
The control side-was treated simultaneously with 
the same, but unmedicated, ointment or lotion base. 
Three daily applications were given for at least one 
week and continued for at least two weeks before 
treatment was discontinued as unsuccessful. If indi- 
cated, wet dressings and antibiotics were used in 
a few instances in addition or prior to the topical 
corticosteroids. 


Results 


Of the 31 patients, only 5 responded 
dramatically within three days to this top- 
ical hormone treatment; i.e., the treated side 
improved markedly while the control side 
did not change. Ten cases were unim- 
proved on both sides. In 16 patients, both 
sides showed various degrees of improve- 
ment, 14 of them about equal degrees on 
the two sides, and only 2 more improve- 
ment of the treated than of the control 
side. 

The 0.25% concentration of fludrocorti- 
sone was more effective than the 0.1% 
concentration, and the lotion superior to 
the ointment. With the use of the lotion 
considerably less material was needed for 


* Supplied by Sharp & Dohme, Philadelphia. 
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each application than with the ointment. 
No side-effects were encountered. Sev- 
eral patients complained of a temporary 
burning after the application of the lotion, 
but no primary irritation or sensitization 
occurred. Conspicuous weight gains or 
edema were not observed. Relapses of the 
improved cases could often be prevented 
by first combining topical hormone treat- 
ment with, and later substituting it by 
conventional dermatologic therapy. 


Comment 


These results appear less favorable than 
the reports of other workers f indicate. At 
their face value, our results show only 5 
unequivocal improvements among 31 treated 
patients, or 16% success of therapy. How- 
ever, 16 of the 31 patients showed equal 
or almost equal improvement of the treated 
and the control side; these results may or 
may not be interpreted as therapeutic fail- 
ures. 

Fitzpatrick and co-workers ® recently re- 
ported on edema formation and sodium and 
water retention in dermatitis patients 
treated with topical application of fludro- 
cortisone. They proved beyond doubt that 
this hormone can be percutaneously ab- 
sorbed when applied to skin areas with 
acute dermatitis. In the light of these 
findings, our 16 cases with improvement 
on both sides may be interpreted as thera- 
peutic successes, due in part to the topical 
effect of the hormone, in part to percuta- 
neously absorbed hormone. Like other 
workers,t we did not see edema formation 
or weight gain, probably because we did 
not look for these phenomena carefully 
enough; Fitzpatrick’s® observations were 
not yet published at this time. 

One may ask why our five cases with 
unequivocal improvement did not show im- 
provement on the control side, too, due tc 
hormone absorption. Four of these five 
patients received treatment of only small 


+ References 4 and 5. 
t References 4 and 5. 
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skin areas; this may explain insufficient 
percutaneous absorption for distant effects. 
On the other hand, 13 of the 16 patients 
showing equal or almost equal improve- 
ment on both sides had generalized eczema 
or involvement of large skin surfaces; this 
would explain a higher rate of percutaneous 
absorption and improvement of the con- 
trol side. 


Summary 

Twenty-eight children: and three adults 
with. allergic: dermatitis. were treated top- 
ic.dly with fludrocortisone (9a-fluorohydro- 
cortisone) lotion and ointment, using the 
simultaneous paired comparison method. 

Five of these thirty-one cases were un- 
equivocally improved, ten unimproved, six- 
teen showed equal or almost equal improve- 
ment of the treated and the control side. 

The equal or almost equal improvement 
on both sides in these 16 patients is ascribed 
to percutaneous absorption of the topically 
applied hormone. 

If this explanation is correct, about two- 
thirds of the cases were improved. 

Our failure to demonstrate undesirable 


side-effects does not prove their absence. 
25 Central Park West. 
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In 1933 Wintrobe and Buell ?° reported 
a case of multiple myeloma with a serum 
protein which precipitated immediately after 
withdrawal from the body. Subsequently, 
cold-precipitable serum protein fractions 
have been encountered in a variety of con- 
ditions and their properties have been 
described.* Abnormal reactions to low tem- 
peratures, such as blanching, cyanosis, 
mottling, and signs of circulatory insuffh- 
ciency, have been reported separately and 
in association with other diseases, such as 
multiple myeloma, leukemia, bronchiectasis, 
rheumatic fever, rheumatoid arthritis, and 
others.t The clinical manifestations have 
been ascribed to the physical characteristics 
of the cryoprotein,t and to an immunol- 
ogical reaction.”! 

This study illustrates the phenomenon 
of cold allergy manifested by urticaria, 
mottling of the skin, and pruritus associated 
with a cold-precipitable serum protein frac- 
tion. Treatment with cortisone abolished 
the abnormal reaction to cold and resulted 
in the disappearance of the cryoproteinemia. 





Report of Case 


The subject, a 42-year-old single white male 
laborer, was interviewed for the first time at the 
Veterans Administration Hospital, Portland, on 
March 7, 1955. He complained of “itching of the 
skin and breaking out after exposure to cold.” 

In 1944, while stationed in Alaska with the 
‘Armed Forces, he noted that always after exposure 


’ Submitted for. publication. Sept..28, 1955. . 
* References 1, 2, 6, 9, 11, and 21. 

+ References 1, 8, 10, 14, and 16. 
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to cold for 10 to 15 minutes he experienced general- 
ized pruritus. An eruption consisting of welts 
with pale centers developed on the skin of the 
arms, legs, and dorsum of the feet. After return 
to the warmer temperature of a heated room, im- 
mediate subjective improvement and fading of the 
urticaria resulted within 15 to 20 minutes. At first, 
the symptoms were relatively mild, and he did not 
report to a physician. However, with the passage 
of time the symptoms became more pronounced, 
and it even became more difficult for him to remain 
employed after returning to his civilian occupa- 
tion as a manual laborer working out of doors. 

The past history is significant in that he has had 
no allergic diseases prior to the present illness. In 
1946 he developed a purulent urethral discharge, 
which was thought by his physician to be due to 
a gonococcal infection. This was treated for sev- 
eral days with a sulfonamide. 

Physical Examination—Temperature 98.6 F; 
pulse 84, regular; respirations, 20 per minute; 
blood pressure 114/82 mm.Hg. 

The patient was a well-developed, well-nourished 
white man in apparently excellent health. No sig- 
nificant abnormalities were observed. The retinal” 
vessels were examined minutely and found to be~ 
normal. Hearing was not impaired; there was no 
discoloration or eruption of the skin. a 

Laboratory Data.—Urine: straw yellow in cold 
specific gravity, 1.025 (casual specimen) ; the reat 
tion to litmus paper was acid; albumin and sugar 
were not found present; an occasional white blood 
cell could be seen per high-power field. Blood 
hemoglobin, 15.4 gm. per 100 cc.; erythrocytes 
5,070,000; hematocrit reading 47%; leucoc 
6,900, with 46% polymorphonuclear neutrop 
and 2% stab forms, 44% lymphocytes, 5% mono- - 
cytes, and 3% eosinophiles. Blood urea nitrogen, 
14 mg. per 100 cc.. Stools: negative for b 
(guaiac test). 

Blood chemistry: Blood sugar 96 mg. per 100 
total’ protein (after precipitation of cryoglobuli 
6.9 gm. per 100 cc.”; total cholesterol 268 mg.: 
100 cc.; cholesterol esters, 205 mg. per 100 ce 
cephalin flocculation test negative ; thymol turbidity 
1.5 ‘units; sulfobromophthalein, none retained 
the blood 45 minutes after injection; blood creati- 
nine level, 1.45 mg. per 100 cc.; creatinine clear- 
ance, 123.8 mg. per 24-hour period; serum chlorides, 
108 MEq per liter; serum potassium, 4.47 MEq per 
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liter; blood CO., 27 MEq per liter; blood calcium, 
9.3 mg. per 100 cc.; inorganic phosphorus, 3.7 mg. 
per 100 cc. 

Red cell fragility: Hemolysis began at 0.42% 

saline, and was completed at 0.30% saline solution 
(control red cells hemolyzed between 0.44% and 
0.32% saline solutions). Platelets appeared normal 
in number and morphology in a smear of the peri- 
pheral blood stained with Wright’s stain. Bleeding 
time, 1 to 4 minutes*; blood coagulation time, 3.5 
minutes”; prothrombin time, 12.8 seconds (control 
14.5 seconds).* Bone marrow aspiration revealed 
no abnormalities in the morphology, number, or 
type of cell present, and no myeloma cells were 
seen. 
The VDRL, Kolmer, and Wassermann reactions 
were reported negative. The Takata-Ara test was 
negative; the C-reactive protein -test was positive 
(end-point carried out at 4 C.). Agglutination 
for typhoid, paratyphoid, Brucella, and Proteus, 
and heterophile cold and febrile agglutinations 
were negative. 

Roentgen examinations of the chest, arms, hands, 
legs, feet, pelvis, and spine revealed no abnormali- 
ties. A basal metabolic rate was reported as —4%; 
an electrocardiogram was normal; audiograms in- 
dicated that both nerve and bone conduction were 
intact. 

Cryoprotein—The patient’s venous blood was 
withdrawn in a warm syringe, placed in an oven, 


Fig. 1—Serum cryoprotein after centrifugation. 





and allowed to clot. After several hours, the super- 
natant warm serum was decanted and placed in a 
sterile graduated test tube and then refrigerated 
at 5C (41 F). Within two to three hours a white 
flocculent precipitate could be distinguished 
throughout the serum, and after three days most 
of this had settled to the bottom of the container. 
Centrifugation at 0 C (32 F) at 30,000 rpm for 15 
minutes separated 0.4 ml. of precipitate from 8 
ml. of serum (Fig. 1). Further studies indicated 
that most of this precipitate was cryoprotein.™ 

Course.—In the hospital environment the patient 
had no fever, was asymptomatic, and gained 
weight. In an effort to characterize his dermal 
reactions to low temperatures a series of tests 
were carried out. First, a cube of ice was 
placed on the skin of the forearm. An erythema 
appeared in the area of contact, but, unlike the case 
described by Wertheimer and Stein,” no eruption 
or pruritus resulted. Next, the entire arm was im- 
mersed in a bucket of ice water. Again, the area 
of contact became erythematous, but there re- 
sulted no eruption, discoloration, or pruritus. A 
cold shower produced a similar skin reaction. 

The patient was allowed to walk out of doors 
with scanty clothing when the temperature was 0 
C. At the end of about 30 minutes he complained 
of severe generalized pruritus. On the back was 
seen a bluish mottling of the skin. The inner as- 
pect of the arms, the anterior portion of the 





Fig. 2——Eruption on thighs after exposure to 
near freezing temperatures for 30 minutes, 


thighs (Fig. 2), and the dorsum of the feet were 
the chief sites of eruption, consisting of discrete 
papules, elevated about 2 to 5 mm. and measuring 
3 to 8 mm. in diameter. They were erythematous, 
with blanched centers. Immediate subjective relief 
followed return to the higher temperature of the 
heated ward, about 27,-C (80 F). The eruption 
and mottling disappeared in about 20 minutes. A 
similar papular eruption and bluish mottling of 
the skin appeared after each exposure of the entire 
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body to near freezing temperatures. However, lo- 
cal application of cold did not produce significant 
changes in the skin. In this respect, the subject 
differed from those reported by Steinhart and 
Fisher,“ and by Kelly and Wise.’ Indeed, with 
the onset of warmer weather, it was necessary to 
expose him in a cold room, maintained between 0 
and 10 (—18 and —12 C) F in order to precipi- 
tate a dermal reaction. 

An intradermal test was performed with a 1% 
solution of cryoprotein in saline. The patient com- 
plained of mild generalized pruritus after 15 
minutes, but there was no immediate or delayed 
dermal reaction. 

Thiamine, histamine phosphate, and diphen- 
hydramine did not prevent or precipitate the der- 
mal manifestations associated with exposure to 
cold. 

Over a period of six days 275 mg. of cortisone 
was administered by mouth. At the end of this 
time the subject was exposed in the customary 
manner in the cold room (0 to 10 F). He com- 
plained of severe chilling after 15 minutes, but 
there was no pruritus or urticaria. A slight mott- 
ling, however, appeared on the back. Electro- 
phoretic and chemical studies failed to reveal 
cryoprotein in the serum at this time. 

Two weeks after the cessation of cortisone 
therapy, a trace of cryoprotein could be detected 
in the serum. Exposure in the cold room resulted 
in a reaction with pruritus, urticaria, and mottling 
of the skin. 


Comment 


This report illustrates an abnormal skin 
reaction to low temperatures occurring in 
the presence of a cold-precipitable serum 
protein. 

After cortisone therapy cryoproteinemia 
could not be detected nor could the unusual 
dermal manifestations of pruritus, urticaria, 
and mottling of the skin be reproduced by 
exposure to cold. 

The response to cortisone suggests that 
this disorder may be due to an underlying 
hormonal imbalance. However, cryopro- 
teinemia has been associated with throm- 
bosis of the retinal vessels and other 
manifestations of impaired circulation in 
addition to mottling, urticaria, and pruritus. 
These findings have been attributed to me- 
chanical blocking of the small vessels 
caused by intravascular precipitation: of 
cryoprotein.§ 


§ References 1 and 9. 


304 


A. M, A. ARCHIVES OF DERMATOLOGY 


The abnormal proteins in multiple mye- 
loma have been considered to represent 
antibodies.® Similarly, cryoproteinemia may 
be the result of an altered immunological 
state.*1 


Summary 


The dermatological manifestations of a 
case of cryoproteinemia are presented, to- 
gether with the response to cortisone ther- 
apy. 

Attention is directed to the association 
of cryoproteinemia with abnormalities of 
the skin, such as mottling, purpura, cyano- 
sis, urticaria, and Raynaud’s phenomenon. 


Mr. Dean C. Altman, Chief of the Photo- 
graphic and Illustrations Laboratory, assisted in 
this study. 
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Ci Bates aul Findings in Suto SHandred 
eee of Dermatophytosis of the Feet 


FRANK R. HALL, M.D., Batavia, N. Y. 





Types of fungi cultured from derma- 
tophytosis of the feet seem to differ con- 
siderably in various groups studied. Lewis 
and Hopper,’ in the third edition of “An 
Introduction to’ Medical Mycology,” found 
the following in a group of over 500 pa- 
tients over a five-year period. 


Trichophyton gypseum 47.4% 
Trichophyton purpureum 41.7% 
Epidermophyton inguinale 6.7% 
Monilia albicans 4.2% 


On the same page they cite the findings 
of Hopkins and his co-workers in soldiers 
as follows: 


T. gypseum 47% 
T. purpureum 36% 
E. inguinale 17% 


Shapiro and Rothman,” in an article on 
treatment of dermatomycosis, cultured 35 
outpatients in a Chicago Clinic and 23 
Army Air Corps students with these find- 


ings : 
T. gypseum 50% 
T. purpureum 3% 
E. inguinale 14% 
M. albicans 33% 


Dolce and Nickerson,? on the treatment 
of mycotic infections, listed cultures on 
31 cases of tinea pedis as follows: 

T. gypseum 77% 
Trichophyton rubrum 16% 
Candida albicans 7% 


In each of the present cases fungi were 
found first on direct examination of a 
portion of suspected skin or nail from the 
foot. After their presence was determined, 
culture on Sabouraud’s dextrose media of 
a portion of the same tissue was made. 

One hundred forty-nine of these cultures 
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showed pathogenic fungi of the following 
types: 


T. mentagrophytes (t. gypseum) 50.4% 
T. rubrum (t. purpureum) 38.1% 
E. floccosum (e. inguinale) 6.5% 
C. albicans (m. albicans)* 5% 


The other 51 either failed to grow or 
yielded a nonpathogenic type of growth. 


Location of Fungi on Feet 


Many of these cases were seen on more 
than one occasion, and suspicious areas 
were examined microscopically. By way 
of comparison fungi found on the toes, in- 
cluding the nails, were grouped together, 
and fungi found on the plantar surfaces 
and sides of the feet were in a second 
group. Fungi were found about twice 
as often in this second group. 

Fungi on plantar surfaces and sides of feet 250 

Fungi on or between the toes 123 

Fissures and maceration between the 
toes very seldom showed fungi micro- 
scopically. 


Sex of Patients 


Males were much more frequently af- 
fected. 

Males 143 

Females 57 

T. rubrum was found in an_ even 
greater number of male patients. 

Males 47 

Females 12 


“Id” Eruptions 


“Id” eruptions were found 15 times on 
the hands and once on the opposite foot. 
Types of foot fungi fund causing “id” 
eruptions were as follows: 


*In this report the yeast C. albicans has been 


grouped with the fungi. 
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T. mentagrophytes 13 
T. rubrum 1 
No fungus cultured 1 


Fungi Found Elsewhere on the Body 


In 20 patients other patches of fungus 
infection were found in scattered areas. 
Types of foot fungi in this group follow. 


T. rubrum 13 
C. albicans 1 
No fungus cultured 6 


Multiple Fungus Infections of the Feet 


C. albicans or E. floccosum was found 
with either T. rubrum or T. menta- 
grophytes in 12 patients. Further studies 
showed one of the latter two was the pre- 
dominant fungus and the other an oc- 
casional finding. On the other hand, T. 
rubrum and T. mentagrophytes were never 
found on the same patient. 


Contagion and Antibiotic Flare 

Probable transfer to other members of 
the family was found twice in brother and 
sister and twice in husband and wife, or 
in eight patients in all. 

Penicillin had been administered pre- 
viously to two patients and was blamed for 
the acute fungus eruption. 


Treatment and Report of Case 

Treatment included the older types of 
fungicides and some of the new. T. 
mentagrophytes cases which were often 
acute could be helped with mild therapy 
but often returned with another acute 
vesiculopustular eruption. T. rubrum in- 
fections, usually less acute and tending to 
dry scaling lesions, could be treated with 
stronger applications, but even with treat- 
ment fungi could repeatedly be found and 
lesions often spread to new areas on the 
nails or hands. One case in particular 
illustrated this spread. 

A 15-year-old girl had a clinically appearing 
fungus infection of one leg and dorsal surface of 


one foot, later involving the toes. About one year 
later a specimen was first examined. Fungi were 


found, and T. rubrum was grown. A faint red 
eruption on the front of the right wrist was present 
at the time, but it was not examined or cultured. 
Two years later scaling of the ends of the fingers _ 
was observed and soon a scaling of the right palm, 
which showed fungi. In a few months several 
nails on the right hand as well as several on the 
feet showed fungi, and this condition has con- 
tinued for two more years. 

This girl carried out her treatment conscien- 
tiously and returned for observation as requested. 
Numerous fungicidal agents were used, but her 
T. rubrum infection continued to spread during 
a five-year period. 


Summary 


Cultural findings of 200 cases of der- 
matophytosis of the feet are presented. 

Fungi were found about twice as often 
on the plantar surfaces and sides of the 
feet as they were on or between toes. 
Fungi were seldom found in interdigital 
fissures and macerated areas. Males were 
much more frequently affected. “Id” erup- 
tions were usually found with Trichophyton 
mentagrophytes. Associated fungus infec- 
tion on other parts of the body was usually 
found with Trichophyton rubrum. 

Candida albicans and Epidermophyton 
floccosum were often associated with one 
of the two major groups. Evidences of 
family transfer of infections and penicillin 
flare-up were few. Treatment gave tem- 
porary improvement in cases with T. 
mentagrophytes, but infection often recur- 
red. T. rubrum treatment was generally 
unsatisfactory. A case illuminating the 
latter is presented. 

108 Bank St. 
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The New, Newer, and Newest 














Home at long last from a round of thoroughly enjoyable dermatologic meetings. 





The American Dermatological Association met in Santa Barbara. The first two sessions 
(unfortunately we could not be present for the others) were jam-packed with interest. Young 
Dr. Alfred W. Kopf, the winning essayist and guest of the association, gave an excellent, 
well-illustrated, poised, intelligent, and scholarly report of his studies of alkaline phosphatase 
of the skin, taking it out of the realm of the esoteric. 





Another paper which commanded more than usual interest concerned the teaching of 
undergraduate dermatology, which spoke of 

—the plight of the poor young physician equipped to diagnose only dermatitis confusiformis, 
which he treats with little tubes at big prices. . . 

—curricular astigmatism which allows to dermatology a lilliputian acreage out on the 
territorial fringe. . . 

—the teacher whose responsibilities receive but the crumbs that fall from the crowded 
_ table of his professional time. . . 

—the visual fiesta that dermatology spreads before the eyes of the student. An utterly 
delightful paper replete with pointed comments, some of which stung to the quick—but that 
evening there was another kind of fiesta, a colorful, joyful affair, hosted by the California 
members, which soothed the senses. 





We were amused to see the older dermatologists refuse to be scared by the “dangers” of 
boric acid, one remarking that he suspected that it was because of his extensive use of it that 
a twenty-mule-team was required! . 





Then there was the comment about the T.P.I. test—that it is associated with serious 
disease so often as to make one wish that his patient had syphilis. 





The “lumper rather than splitter’ who preferred to look upon lupus erythematosus and 
certain light eruptions as variants of one disease. 





And then to the meeting in Honolulu of the Pacific Dermatological Association. From the 
welcoming leis and alohas to the interesting scientific sessions intermingled with luaus, hulas, 
and pineapples—used as food, drink, and even containers—the meeting was an exciting, sur- 
prising, and altogether wonderful experience. 





John Lamb, a guest of the organization, had the audacity to speak of the damaging effects 
of sunlight upon the skin—in Honolulu the land of sun-worshipers, both native and tourist 
varieties. 





Dr. Nils Larsen, noted Hawaiian physician, gave a delightful illustrated lecture on Medical 
Hawaiiana. Hawaiians of old, it seems, used the preceptor system; those who, in childhood, 
showed concern and compassion for others were picked to be doctors and they spent 15 to 20 
years learning the skilfull use of herbs; significantly the diagnosticians who were experts at 
feeling, first on stones and then on the abdomen, were called Kehwnahaha. The Kehuna Lena 
who made his diagnosis by just looking was probably the dermatologist, “for others rather 
ridiculed him.” And certainly there must be some significance in the fact that one of the first 
diagrams of a skin disease was in the shape of a Phi Beta Kappa key. 





It was not all play. The scientific program was a well-balanced mixture of new and old, 
common and rare, and the featured histopathologic conference stimulated much spirited debate, 
which if anything-pointed up the old observation that a morphologic pattern is often just as 
specific as a cytologic picture. 

H. R. 
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Clinical Notes, New Instruments and Techniques 


MIXTURES OF FLUORINATED HYDROCARBONS AS REFRIGERANT ANESTHETIC 
A Hazard in Use in Surgical Skin Planing 


J. WALTER WILSON, M.D. 
SAMUEL AYRES III, M.D., Los Angeles 
and 
RALPH LUIKART II, M.D., Santa Barbara, Calif. 


At the present stage of knowledge we believe it is necessary to warn against the use in 
surgical skin planing of the mixture of 57% dichlorodifluoromethane (Freon 12) and 43% 
dichlorotetrafluoroethane (Freon 114) as advocated recently.t Unless it is employed with 
caution and in experienced hands, it is likely that congelational necrosis and sloughing will be 
produced, resulting in the loss of skin to an unpredictable depth, quite possibly exceeding that 
removed by the abrasion procedure itself. Subsequently it will be impossible to differentiate 
which of the two factors was actually responsible for whatever scarring occurs, and it is prob- 
able that the planing itself will be blamed for all. 

It is difficult to furnish a short communication giving adequate attention to all of the facts 
which we know to be pertinent to this question. Therefore only a few of our reasons will 
be given here. Since 1949 we have been conducting extensive experiments dealing with the 
effects upon the skin of monkeys, dogs, and human beings of refrigerating agents, including 
all of those commercially available, covering the range of boiling points from that of ethyl 
chloride downward to that of liquid nitrogen, and we believe that we have ample data to 
support our views. 

To obtain good results free from scarring in surgical skin planing it is necessary that a 
substantial portion of the hair follicles and the sweat and sebaceous gland elements remain 
intact and healthy after the procedure, to furnish the foci necessary for rapid reepitheli- 
zation. Thus, it is dangerous to freeze too deeply lest these elements be destroyed, just as it 
is dangerous to plane too deeply for the same reason. Low-boiling-point refrigerants very 
rapidly produce temperatures too low and freeze too deeply for safety in this regard. That this 
danger is considerable should be obvious, for if it were possible to control these factors ac- 
curately mechanical abrasive procedures could be dispensed with and the correct amount of 
epidermis and upper dermis removed by freezing alone much more conveniently. 

By means of its evaporation, a refrigerant can easily produce a temperature far below its 
boiling point. (An example familiar to all is that water can exert a cooling effect and pro- 
duce a temperature far below its boiling point of 100 C). In our experiments (measuring the 
temperature by a Weston thermometer held against the skin during the refrigeration of an 
area), ethyl chloride (B.P. +12 C) produced a temperature averaging —28 C; Freon 114 
(B.P. +3.6 C) produced —32 C; in contrast, Freon 12 (B.P.—29.8 C) easily produces —60 C. 

When a mixture of two liquids of different boiling points is allowed to boil, at first it is 
almost entirely the component with the lower boiling point which evaporates, the majority of 
the other component remaining in the liquid form until its companion has largely boiled away. 
It is not adequate to-state, without further qualification, that the “boiling point” of thé mix- 


ture being discussed is —29.8 C, since this is only the initial boiling point, and is, of course, - 


identical with that of the lower-boiling-point component (Freon 12). The boiling point of the 
mixture can only be represented by a curve covering the entire range between the boiling points 
of the individual components. These substances do not form a constant-boiling-point mixture 
(azeotropic) in any proportions. 

Thus, when such a mixture is sprayed upon the skin, the majority, at least, of the refriger- 
ation effect will be exerted by the component with the lower boiling point (Freon 12), and 
the degree of coldness produced will approach that to be expected were this component to be 
used alone (—50 to —60 C). In our opinion, this is too cold for safety. In experiments on dogs 
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it was found that Freon 114 could be sprayed intensively on a small area for approximately 
one minute before sloughing was produced. Similar exposure to Freon 12 for not more than 
20 seconds produced such sloughing. 

In addition to Freon 114 alone, which we have recommended, we have performed surgical 
skin planing cautiously with Freon 12 alone and with all possible mixtures of these substances 
in 10% gradations of proportion. We will admit that they all freeze more rapidly and penetrate 
more deeply and that the refrigeration endures longer than when Freon 114 alone is used. 
Temporarily, at least, however, we have abandoned them all in favor of pure Freon 114 be- 
cause of its higher safety factor. We are not ‘entirely convinced, however, that mixtures con- 
taining small proportions of Freon 12 (perhaps up to 30%) might not be preferred and found 
to be safe by rapid, experienced, and careful operators, but we consider that mixtures beyond 
this range are dangerous. 

We also do not agree with the claim that the refrigeration produced by Freon 114 alone 
does not persist sufficiently long. This is a factor which can be controlled to the desire of 
the operator by the rate and length of time during which the material is applied to the skin. 
The duration of freezing should be the shortest time needed by the operator to plane the area 
and should be reduced as soon as his dexterity permits. 


REFERENCE 
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DERMATITIS VENENATA FROM ENGLISH IVY (HEDERA HELIX) 


LEON GOLDMAN, M.D. 
ROBERT H. PRESTON, M.D. 
and 


HARRY R. MUEGEL, Ph.D., Cincinnati 


: Although dermatitis from common English ivy, Hedera helix, is known to botanists,’ it 
is not familiar to dermatologists. This common ornamental plant can cause dermatitis, not 
only from its leaves and stems but also from its roots. It is important to emphasize that the 
dermatitis clinically may resemble that from poison ivy. There is no botanical relationship 
between English ivy, which belongs to the ginseng family, Araliaceae, and poison ivy, of the 
famed cashew family, Anacardiaceae. 

Sensitivity to English ivy is commoner than one supposes, since it is generally assumed 
that all plant dermatitis acquired out of doors is due usually to poison ivy. One of us 
(H.R.M.), in his lectures to garden clubs, has heard of instances of dermatitis from English 


ivy and even disbelief of physicians in this. It is apparent that proof could be established 


easily by testing to this type of ivy. 

An engineer, age 42, since 1954, has been having repeated episodes of severe contact derma- 
titis each summer. He was seen during one severe episode and showed linear and streaked 
vesicles, typical of Rhus radicans (Rhus venenata). An attempt at prolonged oral hyposensitiza- 
tion was done with tablets and capsules of an extract of Rhus. However, the patient continued 
to show occasional periods of vesicles, often in linear arrangement. He was certain there 
was absolutely no contact with poison ivy, but he did often trim English ivy. A patch test 
to English ivy branch, not the leaf, identified as Hedera helix, was strongly positive. A patch 
test to Rhus 1:50 in corn oil was negative. The patient has avoided all contact with English 
ivy and has been free from dermatitis. 

A second case occurred in a 40-year-old woman, active in gardening work. There had 
never been any previous episodes of dermatitis. She had an extensive contact dermatitis of 
the face, especially of the lips and chin. There were numerous lesions suggestive of a poison 
ivy dermatitis. There had been no contact with mangos. 

Patch tests to various cosmetics, 5% ammoniated mercury salve, and numerous garden 
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plants and weeds, including poison ivy, were negative. Patch tests to leaf of English ivy 
were strongly positive. Patch test to a garden chrysanthemum was also positive. The patient 
had worked extensively with English ivy. She did not return for repeat patch testing of the 
two plants. In our experience, another house plant which has caused contact dermatitis is 
philodendron. 

Avoidance of this common ornamental English ivy in the house or garden is the best 
method of prevention of recurrent episodes. Rynes? has advised the treatment of this derma- 
titis with an alcoholic extract of the dried leaf. 


Summary 
Two cases are reported of persons sensitive to the common ornamental house and garden 
plant, English ivy (Hedera helix). The clinical picture is that of a dermatitis from poison ivy. 
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PLANING FOR PRECANCEROUS SKIN 
ERVIN EPSTEIN, M.D., Oakland, Calif. 


The difficulty of evaluating abrasion methods of treating cutaneous pathologic entities 
is concerned with personalities. As has been said, “Those who are c >timistic about 
planing are very optimistic but those who are pessimistic are very pessimistic.” On 
theoretic grounds, I belong to the latter group. However, some of the advocates of this 
procedure were so enthusiastic that this modality was introduced into my therapeutic 
armamentarium . 

The precancerous skin has been a real problem. While keratoses and even epitheliomas 
can be eradicated successfully, recurrences in the treated or untreated areas damaged by 
x-radiation, sunlight, or tobacco are to be expected despite subsequent avoidance of these 
carcinogens. At tumor boards, plastic surgeons are advocating more frequently the ex- 
cision of large damaged areas and the replacement of these tissues by the transplantation 
of normal skin. While this is successful, it is an extensive, expensive procedure. In addi- 
tion, the grafted skin does not look normal, plastic surgery opinion to the contrary. 

While it is recognized that the changes in xeroderma pigmentosum, “sailor’s skin,” 
radiodermatitis, etc. extend much deeper than the epidermis, malignant degeneration 
occurs in the superficial layer of the skin. Sarcoma seldom develops from such causes, 
and even then some experts claim that these instances represent merely spindle-cell 
epithelioma. Although I do not wish to become embroiled in this disagreement ,no one 
will deny that hundreds of epitheliomas develop in such cases for every sarcoma that 
is noted. 

Again on the basis of theoretic considerations, it seemed possible that the removal 
of the epidermis and its subsequent regeneration might eliminate the problem of pre- 
malignant or cancerous recurrences in these patients. Therefore, a few patients who 
had been followed previously for years with the repeated removal of such neoplasms were 
planed and maintained under observation. 


Report of Cases 


Case 1—A 57-year-old white woman had been a dental nurse for 27 years. During this 
time, she commonly held x-ray films in the mouths of patients while roentgenograms were being 
taken. Seven years before I saw her (on May 17, 1951), changes were noted on her left 
thumb and index and middle fingers. On examination, the involved skin was thickened, with 
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multiple keratoses and ulcers. These areas were painful and tender. In 1951, five keratoses 
were removed by electrosurgical excision. Histologic examination of the excised tissue failed 
to show any malignant degeneration. In 1952 and 1953, two similar operations were necessary. 
In 1954, multiple new keratoses were noted, but further treatment was refused. In October, 
1954, the entire area was removed by surgical planing. There have been no recurrences of 
keratoses since. There is no pain or tenderness. 


Case 2.—A 44-year-old white man was first seen on Aug. 9, 1946. He had blue eyes and 
a sandy complexion. He stated that he sunburned easily. He had worked out of doors for 15 
years. In addition to many keratoses, the patient presented a squamous-cell epithelioma on the 
dorsum of his left hand, which was removed by cautery excision, and a basal-cell epithelioma 
of the left ear, which was eradicated with x-radiation. Between 1946 and 1954, the patient had 
a total of 51 operations for removal of new keratoses and/or epitheliomas. In February, 1955, 
the patient was subjected to surgical planing of his face, lower lip, and the dorsa of his hands. 
The only new lesions that he has had since have been on his ears (which were not planed) and 
on his nose. These have continued at the preoperative rate. Planing of the nose, which was 
done on this patient, does not seem successful in this procedure nor for pitted scars. 

Case 3.—A 38-year-old white man was seen on Dec. 6, 1954, because of a keratosis on the 
right side of his lower lip. A squamous-cell epithelioma had been removed from the left side 
of his lip six months previously. He smoked one and one-half packages of cigarettes per day. 
Planing was performed on Dec. 9, 1954. Since then he has had three tiny lesions that were 
probably keratoses on his lower lip. There were easily removed by electrodesiccation. 


Comment 


This communication is in the nature of a preliminary report. The series of cases presented 
is too small to be significant. The period of observation is too short to allow for dogmatic 
statements. However, the results, especially in the first two patients, are so promising that it 
is felt that this method may be a real aid in a bothersome and dangerous condition. 

The plaried skin is greatly improved in texture. The removal of the keratoses and the slight 
pinkening make the patient look much younger. 

Another interesting observation is that it is possible to plane fingers, dorsa of hands, and 
lips without danger. Planing of the nose is less efficacious but is technically possible. The 
abraded areas on the hands heal more slowly than those on the face, but the final result is 
good cosmetically. 


Summary and Conclusion 


Three patients with precancerous skin on the face, lip, and/or hands were treated by surgical 


planing. 


The results to date suggest that this may be a satisfactory way of preventing recurrent 
keratoses and/or epitheliomas in “sailor’s skin,” xeroderma pigmentosum, and radiodermatitis. 
447-29th St. (9). 





Announcements 





THIRD IBERO-LATIN-AMERICAN CONGRESS OF DERMATOLOGY 


The Ibero-Latin-American College of Dermatology, which was founded in Habana, Cuba, 
in 1948, will hold its Third Congress Oct. 21-27, 1956, in Mexico City. Dr. Fernando Latapi 
is president and Dr. Manuel Malacara secretary. Inquiries should be addressed to Centro 
Dermatologico Pascua, Calle Dr. Garciadiego 21, Mexico 7, D. F. 
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Correspondence 


HYDROGEN ION CONCENTRATION IN SALIVA 


To the Editor: For several years I have been interested in the hydrogen ion concentration 
in saliva and I have, in my limited way, collected some knowledge regarding it which I believe 
should be disseminated. 

Many patients with perléche and some with cheilitis, glossitis, and stomatitis, having failed 
to respond to routine therapy such as hygiene, vitamins and minerals, malocclusion corrections, 
etc., are found to have a strongly acid salivary reaction. The salivary pH of the first patient 
whom I studied was 4.9, Systemic and local alkalinization solved the problem. 

pH determinations are of much value in pruritus and in “painful skins” associated with 
sodium and potassium imbatances and salt retention. 

The dental literature‘ contains some helpful information on the pH of “normal” saliva. 

The determination, to be of value, must be very carefully done. The sample of saliva should 
be tested immediately after it comes from the mouth and it must be taken not less than one 
hour after the patient has smoked, chewed gum, or eaten anything. Thirty minutes after a 
small piece of candy has been ingested the saliva may still be found much more acid than it 
was before. Nocturnal and diurnal pH’s vary as do those in a rested and a fatigued state. 
“Normals” are probably between pH 6.3 and 7.0. 

Electric pH meters (potentiometric or colorimetric) are to be desired and, of course, are 
more accurate than such indicator papers as “pHydrion.” The latter, however, in small grad- 
uations, is satisfactory for office use and to give a close approximation of the pH. 

It is hoped that those who work in large clinics and have a great deal of material available 
will study this subiect and find out if it is or is-not of practical value. 


Hav E. Freeman, M.D. 
609 Cherry St. 
Springfield, Mo. 
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Society Transactions 


DETROIT DERMATOLOGICAL SOCIETY 
Loren W. Shaffer, M.D., President 
Coleman Mopper, M.D., Secretary 

William H. Eyster, Jr., M.D., Recorder 
Detroit Receiving Hospital Meeting 
Oct. 12, 1955 


Benign Cystic Epithelioma (Trichoepithelioma). Presented by the Starr of Detroit RE- 

CEIVING HOosPITAL. 

A 12-year-old Negro girl was brought to the hospital because of symptom-free tumors of 
the’ face, neck, and back, which developed when she was 4 years old. The mother also had 
similar lesions, which also developed when she was 4 years old. The mother states that 
her great-grandfather, grandmother, and uncle had similar lesions. The uncle’s lesions in- 
voluted spontaneously. 

Examination revealed symmetrical minute pearly tumors of the face, neck, and back, 
which varied in size from a pinhead to a pea. The tumors project above the surface of the 
skin and are painless to the touch. 

The biopsy was read as benign cystic epithelioma. 





Mother with benign cystic epithelioma. 


Discussion 


Dr. ARTHUR SCHILLER: I saw the mother of this patient 15 years ago and presented her 
at a meeting in Ann Arbor. Since that time she has had two children. The older’ child was 
presented here today. The mother’s condition hasn’t changed in the last 15 years except that 
she stated that a few of the larger lesions have disappeared after ic The younger 
child has had no lesions up to the present time. 

Dr. HartHer L. Kerm: I believe we should group von Recklinghausen’s disease, adenoma 
sebaceum, and benign cystic epithelioma. After all, they are congenital defects, and we are 
just seeing the cutaneous manifestations. Most of these patients have systemic changes which 
we ofttimes do not recognize. 


Lichen Scrofulosorum. Presented by the Starr or Detrorr RECEIVING HosPITAL. 

The patient was a 7-year-old Negro girl, whose chief complaint was a recurrent skin 
eruption on both elbows. The lesions first appeared in the spring of 1954. They cleared 
without treatment in a few months, only to recur a year later. Family history was negative 
for tuberculosis. The father has diabetes, and the mother has bronchial asthma. 

Examination revealed hypopigmented, slightly pruritic papular lesions of the extensor 
surfaces of both elbows. 

The tuberculin test and chest x-ray were negative. The biopsy was consistent with lichen 
scrofulosorum. 
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Lichen Nitidus and Nevus Unius Lateris. Presented by the STaFF oF DETROIT RECEIVING 
HOsPITAL. 

The patient was a 12-year-old Negro girl, whose chief complaint was a skin rash on the 
right anterior thigh, arms, and upper chest. The eruption began in February, 1954, and has 
extended gradually until the present. 

Examination revealed skin-colored and depigmented papules of the upper arms and upper 
anterior chest, which varied in size from 1 to 2 mm. in diameter. There was a linear patch 
of similar papules on the right anterior thigh. In this patch the papules had a tendency to 
confluence. 

A biopsy specimen from the right upper arm showed changes interpreted as lichen nitidus. 
A biopsy specimen from the right thigh was compatible with nevus unius lateris. 
Macropapular Tuberculid. Presented by the Starr or Detroir REcEIviING HospPITAL. 


The patient was a 12-year-old Negro girl, whose only complaint was the presence of 
the dermatosis. The first lesions appeared behind the ears in the summer of 1954. No other 
lesions appeared until one year later. The spread of the eruption was rapid and involved the 
upper extremities and the anterior chest. 

Examination revealed small round discrete lichenoid papules scattered over the arm, 
dorsum of the hands, upper anterior chest, and postauricular and neck regions. These papules 
are firm and between 2 and 4 mm. in diameter. They are somewhat flat and have a suggestion 
of delling. 

Laboratory examination revealed hemoglobin 12 gm. per 100 cc. The white blood cell 
count was 4950, of which 45% were neutrophiles, 54% lymphocytes, 1% eosinophiles. The sedi- 
mentation rate was 15 mm. in one hour. The chest x-ray showed nana calcifications of 
the hilus. The tuberculin skin test was negative. 

The biopsy was read as compatible with macropapular tuberculid. 


Discussion 

Dr. RicHARD Harrett, Ann Arbor: I would agree that lichen scrofulosorum should 
enter into the differential diagnosis in the first child. There was evidence of Koebner phe- 
nomena on both elbows, and I felt that lichen niditis should also be considered perhaps even 
more than lichen scrofulosorum. I did not have an opportunity to look at the biopsy specimen. 
The second case I thought fitted very nicely with the diagnosis of lichen nitidis. Koebner 
phenomenon was present in several areas. In the third case of macropapular tubercluid, I 
did not notice whether there had. been any other foci of infection of tuberculosis. 


Dr. JoHN GREKIN: We find the small papular lesion in the colored skin occurs in many 
diseases where it doesn’t occur on the white skin. It seems that the pigmented type of skin 
has more of a tendency to develop small grouped follicular papules. The second case is 
typical lichen niditus. In the first case I couldn’t rule out that diagnosis. I don’t know what 
the third case it, but I think it might fall in the group of so-called macropapular tuberculids 
which are supposed to occur in the colored skin. 

Dr. HERMANN Pinkus, Monroe: The diagnosis was based mostly on the histologic 
findings in all three of these cases. In the first case the tissue wasn’t cut too favorably but 
I think one could rule out lichen nitidus. There were small epithelioid cell foci deeper in 
the corium which seemed to favor lichen scrofulosorum over lichen nitidus. In similar cases 
in Negro children it was thought vitamin A deficiency was responsible, but I haven’t seen 
epithelioid cell foci in those cases. In the second case the section from the arm showed 
typical lichen niditus. The peculiar thing in this case is the lesion that forms a rather broad 
band running down the anterior surface of the right thigh and definitely has the same type 
of papules in it but also seemed to have some more generalized infiltration. The biopsy from 
that lesion showed a granulomatous infiltrate not only near the epidermis, but deep in the 
corium, mainly around the sweat glands. We wondered if there might be something associated 
with the lichen nitidus in that area, a nevus unius lateris plus lichen nitidus. The third case 
was always very puzzling at our Receiving Hospital conferences. Histologically it shows 
granulomatous inflammation with some central necrosis that could be either granuloma 
annulare or a mild type of papulonecrotic tuberculid. On the basis of histologic findings I 
faver macropapular tuberculid over granuloma annulare. 

Dr. LoreN SHAFFER: In the second case the lesion on the thigh, which had the tentative 
diagnosis of nevus -unius lateris, had changed tremendously since we had seen it in our 
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conference three weeks ago. This would seem to eliminate it as a nevus and would suggest 
the possibility that it was a lichen striatus. 

Dr. CHARLES CourviLLe: The third case presented in addition to the lesions around the 
arms and neck, a very- beautiful example of Koebner phenomenon in a scratch mark on the 
forearm. There were perhaps 30 or 40 very tiny pinpoint-sized lichenoid papules in a fine 
line. 

Dr. Jacop CoHEN (by invitation): How do they respond to antitubercular therapy? 

Dr. CLARENCE Livincoop: I think that antitubercular therapy should be tried in the 
third case. 

Dr. Loren SHAFFER: I believe it has been our experience that in lichen scrofulosorum 
the lesions spontaneously disappear in a rather short period of time. This suggests to me 
some type of “id” background, and the condition does not have a serious prognosis. Dr. 
Pinkus has indicated to me that as far as we know lichen niditus will last for ote and is not 
particularly influenced by treatment. 


Juvenile Xanthomas. Presented by Dr. HerscHet S. ZACKHEIM. 


The patient is a 12-month-old white girl. The mother first noted the appearance of a few 
yellow- and orange-colored papules on the body at the age of one month. There had been 
a gradual appearance of new lesions since that time. There were no symptoms. The child 
seemed otherwise in good health. Both parents and her 2-year-old sister are living and well 
and have no similar condition. 

Examination revealed a moderate number of orange and yellow papules ranging from 
3 to 5 mm. in diameter, scattered over most of the body. They were most noticeable on the 
scalp, forehead, and chest. 


The laboratory findings were as follows: In July, 1955, the serum cholesterol was 184 
mg. per 100 cc.; the esters comprised 87% of the total. The fasting blood sugar was 82. 
Total lipids were 871 mg. per 100 cc. (normal 400-800). Phospholipids were calculated as 
10.6 mg. of lipid phosphorus (normal 9-10). The blood count was RBC, 5,000,000; WBC. 
4600; Hb. 10.7 gm. per 100 cc. 

The report of hematological studies by Dr. Wolf Zueler of the Children’s Hospital in 
Detroit was as follows: “The hematological studies revealed no great disturbance in the 
peripheral blood or in marrow function, and the slight degree of anemia is compatible with 
the infant’s age. The only noteworthy observation which we have to contribute:is the 
appearance of the bone marrow. There is no abnormality in the cytology of the marrow 
elements, and no cells of the Gaucher or Neimann-Pick type can be identified. We were 
struck, however, by what seemed to us an excessive amount of neutral fat present in large 
globules throughout the smear. The marrow was obtained. from the upper end of the tibia 
about 1 em. or sé below. the- epiphysis, and-at-this age there should be predominantly hema- 
topoietic marrow. Actually this specimen we- estimated to contain about 60%-70% fat. 
This very probably ties in with the presence of the xanthomata and perhaps with the labora- 


_tory findings and makes one wonder if this could be an early stage of so-called idiopathic 


hyperlipemia.” 

The report of the skin biopsy was as follows: In sections of the skin, the epidermis is 
thin. Occupying much of the corium are large numbers of histiocytes with foamy cytoplasm. 
In several places the histiocytes form small giant cells from the. adjacent subcutaneous 
stained with Sudan IV, there are a small number of fat cells from the adjacent subcutaneous 
fat, and fat in cells of the sebaceous glands about hair follicles. The foam cells, however, 
contain only a small amount of fat, and many appear to contain none. Diagnosis is juvenile 
xanthoma of the skin.” 


Discussion 

Dr. HerscHeL ZACKHEIM, Royal Oak: I thought the bone marrow study interesting and 
possibly it should be done oftener in cases of xanthoma in children. 

Dr. Witttam Taytor, Ann Arbor: I think it is called juvenile xanthogranuloma by 
Helwig. He had an exhibit at the Academy meeting on the subject three years ago. I 
would not expect any alteration in the blood lipids in a case of this type, and the lesions 
will disappear in the next few years. 


Neuve Spongiosus Albus Mucosae. Presented by DR. J. L. COHEN, Windsor, Ont. (by invitation). 
Seb (Pringle). Presented by DR. H. S. ZACKHEIM, Royal Oak. 
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Tinea Capitis Due to Trichophyton Sulfureum. Presented by the STAFF OF DETROIT RECEIVING HOSPITAL. 

Psoriasis. Presented by the STAFF OF DETROIT RECEIVING HOSPITAL. 

Psoriasis, Ectodermal Defect, Eczematoid Dermatitis of Hands and Forearms and Contact Dermatitis to Nickel. 
Presented by the STAFF OF DETROIT RECEIVING HOSPITAL. 

Hypertrophic Lichen Planus. Presented by the STAFF OF DETROIT RECEIVING HOSPITAL. 

Majocchi's Disease. Presented by the STAFF OF DETROIT RECEIVING HOSPITAL. 

Ronde Ouse Wanet Syndrome. Presented by DR. COLEMAN MOPPER. 

lized Neurodermatitis to Therapy with Rauwiloid. Presented by the STAFF OF DETROIT 

"RECEIVING HOSPITAL. 

Dermatofibrosarcoma. Presented by the STAFF OF DETROIT RECEIVING HOSPITAL. 

Keratosis Palmaris et Plantaris. Presented by the STAFF OF DETROIT RECEIVING HOSPITAL. 

Lymphoblastoma. Presented by the STAFF OF DETROIT RECEIVING HOSPITAL. 

Case for Diagnosis: Polymorphus Light Sensitivity? Lupus Erythematosus? Dermatomyositis? Poikiloderma 
Atrophicans? Presented by DR. COLEMAN MOPPER. 

Case for Diagnosis (Specific Granuloma). Presented by DR. A. E. SCHILLER. 

Case for Diagnosis: Lichen Planus? Sarcoidosis? Granuloma Annulare? Presented by DR. LEE CARRICK. 

Case for Diagnosis: Verrucous Stage of Incontinentia Pigmenti? Lichen Planus? in a 4-Week-Old White Boy. 
Presented by DR. F. V. HAUSER, Flint. 

Sarcoidosis or Micropapular Tuberculid. Presented by DR. H. S$. ZACKHEIM, Royal Oak. 








Loren W. Shaffer, M.D., President 
Coleman Mopper, }.D., Secretary 
William H. Eyster Jr., M.D., Recorder 
Toledo Hospital Meeting 
Nov. 9, 1955 


Allergic Granulomatosis. Presented by Dr. Henry A. BruNnstinc and Dr. Wittiam H. 

Eyster Jr., Toledo, Ohio. 

A 28-year-old white woman began to complain of her dermatoses in February, 1955. 
The eruption began shortly after her child was vaccinated, and in the beginning the patient 
stated that the lesions appeared to be similar to chickenpox vesicles. She was first seen in 
March, 1955, with peculiar, crusted, varioliform eruption involving the arms, face, and soles. 
Under antibiotic therapy the crusting subsided and the lesions appeared to be deep-seated, 
mucus-filled vesicles. These, however, did not rupture, and as they progressed, they became 
organized into a granulomatous type lesion. During this time she was febrile and acutely ill. 

Investigation of her background revealed marked allergic phenomena, such as asthma 
and previous eruptions due to chocolate, oranges, and other foods. Under Terramycin and 
sulfadiazine therapy the secondary infection was controlled, but the eruption continued to 
reappear. An individual lesion would last as long as six weeks to two months. 

Cortisone therapy was instituted, and under a dosage of 100 mg. a day the lesions were 
controlled. On May 5, 1955, the following laboratory work was done: Hemoglobin 12.5 
gm. or 81%; Red blood cells 4,300,000; white blood cells 13,200; differential: stab forms 
1%, segmented 36%, lymphocytes 24%, eosinophiles 39%. Urine: specific gravity 1.014; 
reaction, alkaline; sugar, 0; albumin, 0; WBC/ hpf- 3; sedimentation rate 25 mm. in one 
hour. 

She was referred to an allergist and was found to be extremely sensitive to dust and 
pollen and a number of foods. Under desensitization with pollen extracts she could be flared 
very easily with the pollen extracts. A biopsy specimen was taken from a new lesion on the 
wrist. The eruption is now being controlled with 20 mg. of Sterane daily. 

The biopsy as reported by Dr. Hamilton Montgomery is as follows: “There are multiple 
multiocular subepidermal bullae with a mild degree of eosinophilia: There is no evidence of 
viral or inclusion bodies. The histologic picture would favor an erythema multiforme or 
possibly a drug eruption. This does not fall in the varicella group nor is there any evidence 
for pemphigus.” ‘ 

Discussion 

Dr. ArtHuR P. R. James, Toledo, Ohio: I saw this girl when she had only one lesion 

on her hand. It had come on a short time after vaccination. I felt this was a case of 


fortuitous vaccination. She had a lot of infection; it was a big soggy lesion. At the present 
time J would agree that she has a granuloma on that hand, but I have never encountered a 
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case of: allergic granuloma. That is something new to me. I think it is on the basis of 
fortuitous vaccination, and I did think she had a granuloma, but I don’t know about the 
allegry part of it. 

Dr. CoLEMAN Mopper: I remember seeing a very interesting article in The Journal of 
Investigative Dermatology, December, 1951, entitled “Cutaneous Lesions of Allergic Granu- 
lomatosis,” by Strauss, Churg, and Zak. This article described some 12 patients, 4 of whom 
came to autopsy. Allergic granulomatosis occurs in persons with an allergic background, 
and is characterized by fever, leucocytosis, eosinophilia, and occasional pulmonary infiltration 
similar to that seen in Loeffler’s pneumonia. These are frequently accompanied by systemic 
manifestations—vascular, cardiac, gastrointestinal, renal, nervous, or cutaneous. Cutaneous 
manifestations are quite common in allergic granulomatosis. Patients with this condition 
may have a subacute or chronic course, and the illness may vary from three months to more 
than five years with remissions and exacerbations. The mortality is rather high when there 
is systemic involvement of the blood vessels. The cutaneous manifestations may be those 
resembling erythema multiforme, hemorrhagic lesions, or subcutaneous and cutaneous nodules. 
These lesions tend to occur in crops, and may spontaneously disappear only to reappear at 
a later date. Some nodules may persist for a week or even months. The lesions heal without 
scarring, except if necrosis occurs. Histologically, the cutaneous as well as the visceral 
lesions of allergic granulomatosis are characterized by granulomatous inflammation with 
marked eosinophilia, although there may be necrosis as well as the presence of histiocytes 
and giant cells. It is sometimes difficult to differentiate allergic granulomatosis from peri- 
arteritis nodosa. While this particular biopsy did not show as much of a granulomatous 
infiltrate as reported cases, I still feel that it is compatible with a diagnosis of allergic 
granulomatosis. This is a very interesting case, and I have never seen a case previously, and 
I am very happy to have this opportunity. I feel that without steroid therapy this patient 
would present a more typical clinical picture, but of course she would be much more ill. 

Dr. ArTHUR CurTIs, Ann Arbor: I feel the same way about this patient as does Dr. 
Mopper. There is being recognized now a fairly large series of allergic granulomatosis of 
which this patient is an example. This is the first I have seen involving just the skin; 
often there is mucous membrane or lung involvement as well. The so-called midline granu- 
loma, which has been a tremendous problem to the otologists, is another example of this 
disease where the granulomatous tissue may arise in the mucous membranes of the nose or 
the throat. It eventually leads to involvement of the sinuses and is a destructive process 
which often costs patients their lives. A recent patient followed in otology was also saved 
by steroid therapy. Before steroids these patients, probably in a large percentage, died of 
their disease. The allergic history she presents also fits the picture ,and I feel actually this 
is an example of so-called allergic granuloma. 

. Dr. Crarence Livincoop: I should like to ask if this patient is still on steroid therapy. 
If, what is the dose? 

Dr. WiitttAM H. Eyster Jr., Toledo, Ohio: This patient has been maintained on 20 mg. 
Steraner a day. I saw her 10 days ago to ask her to come to this meeting. At that time 
she had no symptoms and no skin lesions. In order to demonstrate the lesions she lowered 
the steroid intake to 7.5 mg. a day, and you see the result. 

Dr. L. Hupson RoseNnTHAL: I went into the drug history rather thoroughly with this 
woman, and she does take aspirin periodically. She took some aspirin last week and the 
week before. I have never seen aspirin produce this picture of granuloma, but i think it 
might be worth investigating. 

Dr. Wriittam H. Eyster Jr., Toledo, Ohio: We know that several of the antibiotics, 
the B-complex vitamins, and pollen extracts are a few of the things that will cause an 
exacerbation of the eruption. It is possible that aspirin could also be a factor. 

Dr. Rosert Bratr (by invitation): Did the vaccination itself precipitate the condition? 

Dr. ArtHuR P. R. JAmMeEs, Toledo, Ohio: This woman apparently had had no skin lesions 
at all prior to the vaccination of her child. She herself was not vaccinated; it was her child. 

Dr. HerMANN Pinkus, Monroe: I should like to support Dr. Rosenthal because we know 
many asthmatics are highly intolerant of aspirin. This woman has so severe an allergy it 
might not be a bad idea to discontinue the aspirin. 
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Granuloma Faciale on the Nose of a Man of 57 (Facial Granuloma with Eosinophilia). 
Presented by Dr. ARTHUR P. R. JAMEs, Toledo, Ohio. 

Granuloma Faciale in a Woman of 51. Presented by Dr. ArtHur P. R. JAMes, Toledo, 
Ohio. 


Discussion on Two Preceding Cases 


Dr. HERMANN Pinkus, Monroe: The sections of the first case show the typical picture of 
facial granuloma with eosinophilia, but the lesion of the second case has practically no 
eosinophiles. In one whole section under high power I counted three eosinophiles. Eosinophiles 
are a characteristic feature of granuloma faciale, but are not necessary for diagnosis. 

Dr. FRANK MENAGH: The second patient gives a definite history of this eruption being 
seasonal, clearing up in the summer time and coming in the winter time. Could it possibly 
be an example of lupus erythematosus ? 

Dr. ArtHuR P. R. JAMEs, Toledo, Ohio: They do not clear at all. It took a year for 
each lesion to develop. They stayed that way, without any exacerbation or remission. 


Disseminated Nevoxanthoendothelioma. Presented by Dr. Henry A. BRUNSTING and Dr. 

WIiL.iAM H. Eyster Jr., Toledo, Ohio. 

The patient is a 2!%4-year-old white boy, whose chief complaint was symptom-free tumors 
of the skin. He was seen for the first time in March of this year. The parents stated that 
they first noted the lesions developing at the age of 15 months. Since the onset the number 
of lesions had increased. At the time of the first examination there were dull-red, flat-topped, 
discrete papules from 2 mm. to 0.5 cm. in diameter. The lesions were distributed over the 
forehead, cheeks, chest, and back. 

The child was well-developed for his age and had an uneventful medical history except 
for the skin lesions. 

Since coming under observation the lesions have increased in number, reaching a peak 
in midsummer. They are now beginning to involute by flattening, becoming brown, and then 
disappearing without scarring or permanent pigmentation. ° 

Radiographs of the skull made in four routine positions show no destructive lesions 
involving the cranial bones or their sutures. The sella turcica looks perfectly normal. No 
evidence of lesion involving the mandible. 

Biopsy of one of the lesions was compatible with nevoxanthoendothelioma. 

Dr. HerMANN Pinkus, Monroe: Clinically this eruption looks very much like the tiny 
xanthomas found in the Hand-Schiiller-Christian type of reticulogranuloma. Apparently Dr. 
Brunsting considered this diagnosis and had x-ray. pictures of the skull taken. I understand 
these.showed no bony lesions. It might be. worthwhile to have x-ray films of all.the bones, 
as. the characteristic granulomas may occur in places other than the skull. The histologic 
picture showed a superficial papule composed mainly of histiocytes and foam cells, but no 
good giant cells such as one likes to see in nevoxanthoendothelioma. This, of course, does 
not mean much, just as the presence or absence of eosinophiles does not differentiate between 
the two forms of xanthomatous eruption. Even in otherwise proved cases of Hand-Schiiller- 
Christian syndrome, one or two features of the classical triad may be missing or may de- 
velop much later. Perhaps this is a case in which all three are absent at this time. I was 
not familiar with nevoxanthoendothelioma occurring in such disseminated form as small 
papules, but to some degree the designation may depend on where you draw the line in 
diagnosing o.1e or the other of these two conditions. 

Dr. HerscHeL ZACKHEIM, Royal Oak: One other interesting thing to me was the fact 
that foam cells were present, and yet the lesions were not particularly yellow. I think a fat 
stain might be of interest here. At the last meeting the baby I presented had the reverse. 

She had a sparse number of yellow and orange lesions of the body. However, the cells were 
not very foamy and did not stain for neutral fats. There you had a yellow lesion, and here 
with foam cells you have a more reddish-brown lesion. I think possibly also a study of 
blood lipids and cholesterol might be of value. 

Dr. Wiit1am H. Eyster Jr., Toledo, Ohio: Clinically, the size and number of lesions 
reached a peak this summer. Even at the peak of the eruption there were no systemic 
symptoms. During the past three months the lesions have gradually disappeared, leaving no 
pigment and no scarring. I feel that the color now is not too representative, for the eruptior 
is relatively inactive. 
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Necrobiosis Lipoidica Diabeticorum. Presented by DR. HENRY A. BRUNSTING and DR. WILLIAM H. EYSTER 
JR., Toledo, Ohio 

Anhidrotic Ectodermal Defect. Presented by DR. HOWARD J. PARKHURST. 

Stasis Dermatitis. Presented by DR. ARTHUR P. R. JAMES. 

Lupus Erythematosus, Subacute Disseminated. Presented by DR. HENRY A. BRUNSTING and DR. WILLIAM H. 
EYSTER JR., Toledo, Ohio. 

Linear Scleroderma. Presented by DR. HENRY A. BRUNSTING and DR. WILLIAM H. EYSTER JR., Toledo, Ohio. 

Lupus Vulgaris. Presented by DR. HENRY A. BRUNSTING and DR. WILLIAM H. EYSTER JR., Toledo, Ohio. 

Case for Diagnosis (Lupus Erythematosus). Presented by DR. HENRY A. BRUNSTING and DR. WILLIAM H. 
EYSTER JR., Toledo, Ohio. 

Lupus Vulgaris. Presented by DR. ARTHUR P. R. JAMES, Toledo, Ohio. 

Poikiloderma Vasculare Atrophicans (Jacobi). Presented by DR. ARTHUR P. R. JAMES, Toledo, Ohio. 

Keloids, Treated by Partial Excision. Presented by DR. HOWARD J. PARKHURST. 

Disseminated Lupus Erythematosus. Presented by DR. HENRY A. BRUNSTING and DR. WILLIAM H. EYSTER JR., 
Toledo, Ohio. 

Multiple Benign Cystic Epithelioma. Presented by DR. HOWARD J. PARKHURST. 

Monilethrix. Presented by DR. HOWARD J. PARKHURST. 





LOS ANGELES DERMATOLOGICAL SOCIETY 


Louis H. Winer, M.D., President 
Kenneth L. Stout, M.D., Secretary 
Oct. 11, 1955 


Poikilodermatomyositis Associated with Adenocarcinoma (Bronchogenic?). Presented 
by Dr. MarcaretT ANN StorKAN and (by invitation) Dr. R. W. Rea and Dr. S. W. 


Becker, Long Beach Veterans Administration Hospital. 


In February, 1955, a 45-year-old white man used mercurial prophylaxis intraurethrally. 
Within a week he developed a generalized pruritic dry rash, which in two weeks became 
edematous and painful. The edema was primarily periorbital, and the pain was a 
generalized muscular aching. He was given thyroid pills and a lotion. Shortly there- 
after the eruption became exudative, and he developed oliguria. On March 11; 1955, 
he was hospitalized because of renal shutdown, and a diagnosis of mercurial intoxication 
with exfoliative dermatitis was made. His urine output was diminished and contained 
many RBC, WBC, with 1 + albumin; NPN 49; COs 21 mEq; chlorides 97 mEq; Na 
137 mEq; K 4.9 mEg. urine was negative for arsenic. Muscle biopsy of the left thigh showed 
no myositis. His skin cleared, and the urine output returned to normal on treatment with 
BAL and four days of ACTH therapy, and he was discharged on April 1, 1955. Shortly 
thereafter he developed dysphagia, and his periorbital edema recurred and progressed 
to involve the entire face, left hand, and both ankles, and was accompanied by pain in 
his arms and shoulders. Examination by an internist revealed a mediastinal mass in 
the right chest on fluoroscopy. Rehospitalization followed, and he soon developed com- 
plete aphonia and dysphagia and had to be tube-fed. His voice returned with Prostigmin 
and OMPA therapy, but the dysphagia persisted. Urinalysis continued to show albumin, 
granular casts, WBC and RBC. L.E. cell preparations were questionable (reviewed later 
and thought to be negative). A diagnosis of thymoma with myasthenia was made, and 
he was given deep roentgen therapy (875 r) to the mediastinal mass without any 
improvement noted. On May 25, 1955, he was transferred to the Veterans Administra- 
tion Hospital. 

Physical Examination: Positive findings were as follows: 

Weight loss 40 Ib. since onset of illness; pulse 100. There was a nasal quality to 
his speech with slight slurring. Moderate dysphagia persisted; generalized flabbiness 
of muscular tone was most noticeable in the gastrocnemius muscles. The skin over the 
fingers was thin, shiny, and tight. Over the scalp, eyebrows, and nape were coalescing 
erythematous macular areas covered with greasy tan scales. Maculopapular grouped 
lesions forming irregular reddish plaques topped with serous crusts covered the inner 
aspect of the brows and adjacent nasal areas. A definite demarcated line was noted 
at the collarline with erythema of the head and neck and a light brown pigmentation 
of the body. The periorbital areas were edematous, normal color, nontender, and would 
not pit on pressure. A diffuse hyperpigmentation was present over the legs. On the 
chest, back, hips, and arms were irregular, slightly depressed, slightly indurated areas 
of depigmentation with some perifollicular pigmentation. These areas showed atrophy, 
but the skin appendages appeared normal and some telangiectasis was observed. The 
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skin of the legs was dry and somewhat thickened, with a branny scale. 

In August, 1955, he developed a firm mass in the left rectus abdominus muscle, 
which proved on biopsy to be a mucin-producing anaplastic adenocarcinoma, metastatic 
to skeletal . muscle. 

Chest film: Mediastinal mass located anterior to trachea and partially overlapping 
the trachea which is not narrowed or displaced. 

Planigrams:: Reveal a peritracheal mass on right which surrounds the bronchus to 
the right upper lobe. 

Bronchoscopy: Bulge of distal right posterolateral portion of trachea extending to 
right upper lobe bronchus with 20% narrowing of right upper lobe bronchus. Biopsy of 
right upper lobe septum, trachea, and secretions revealed hyperplastic respiratory 
epithelium with no evidence of malignancy. 

Biopsy right trapezius muscle: Myositis with degeneration and fibrous replacement of 
muscle (compatible with dermatomyositis). 

Biopsy right upper arm: Atrophic- skin. 

EMG findings: Consistent with a primary muscle disease such as polymyositis or 
muscular dystrophy, which is now rather far advanced with replacement of a good 
deal of muscle tissue by fibrous tissue. 

Bone marrow (Iliac crest): Myeloid hyperplasia (slight) with nonspecific toxic 
changes in the myeloid series. 


Discussion 


Dr. THomas H. STERNBERG: The association of dermatomyositis or dermatomyositis-like 
skin disease with internal carcinoma is becoming more and more frequent in the medical 
literature. John Lansbury (Geriatrics 9:319-324 [July 1] 1954) recently discussed the 
relation of the dyscollagenoses and malignancy, and pointed out this association is not 
coincidental since connective tissue reactions may disappear after resection or irradiation 
of the cancer. Of particular interest in respect to Dr. Storkan’s patient is the fact 
that these reactions are especially common in bronchogenic carcinoma and frequently 
precede localizing signs of the malignancy itself. The significance of these findings in 
respect to the complete study of our patients so involved is obvious. ‘ 

Dr. Ben A. NEwMAN: The association of dermatomyositis and visceral carcinoma is not 
rare. I have observed six cases at Cedars of Lebanon Hospital and a few at the Los 
Angeles County General Hospital. The case I presented a year ago at the clinico- 
pathologic conference of the Pacific Dermatologic Association was one of acute fulminat- 
ing dermatomyositis associated with a bronchial tumor terminating lethally in less than 
eight weeks. 

Dr. S. Wittt1AM BECKER (by inyitation): Schuermann (Maligne Tumoren bie Derma- 
tomyositis und progressive Sclerodermia,. Arch. Dermat. u. Syph.. 192:577-82,. 1951) esti- 
mated that carcinoma occurs in patients with the. disorder five times as frequently as 
it does in the normal population. The superficial scarring following the dermatitis is 
attributed by Schuermann (Zur Kenntnis der Dermatomyositis, Arch. Dermat. u. Syph. 
190:284-306, 1950) to dermal infarction from complete blood stasis. In a patient with 
carcinoma of the pancreas, reported by Becker, Kahn, and Rothman (Arch. Dermat. 
& Syph. 45:1069-1080, 1942) who did not have dermatomyositis but did have monilial 
onychia, intertrigo, and glossitis, widespread dermatitis. resembled a superficial burn. 
She did not survive. The dermatitis in the present patient may have been of this type. 
Microscopic illustrations in the article did not suggest Schuermann’s complete blood 
stasis but rather. superficial necrosis. Degos, Lortat-Jacob, and Delort (Bull. Soc. frang. 
dermat. et syph. 60:53-4, 1953) studied a woman, aged 43, with poikilodermatomyositis, who 
presented the same atrophic plaques as the present patient. While being studied she 
died with carcinoma of the pancreas. The present patient’s tumor was — to be 
bronchogenic carcinoma but also suggested pancreatic carcinoma. 

Keratosis Follicularis? —— by Dr. Maxwett J. Wotrr and Dr. Ropert L. Day 
(by: invitation). 
Melanogenuria iad with Melanotic Skin Lesions: Ochrinosis? Picante by 

Dr. MAXIMILIAN E. OspeRMAYER and (by invitation) Dr. RicHarp MIHAN. 

A 24-year-old Mexican girl was transferred from Cedars of Lebanon Hospital to the 
Medical Service at Los Angeles General Hospital on Aug. 25, 1955. She gave history 
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of recurrent severe abdominal crises of 10 years’ duration followed by the excretion 
of urine that turns dark on standing. Between such episodes, the color of the urine 
has always been normal on standing. A diagnosis of acute, intermittent porphyria had 
been made, but tests for urine prophyrins had always been within normal limits, or 
but slightly elevated. 


In addition she had undergone four laparotomies for “intestinal obstruction.” 
Organic obstruction was never found at surgery, including the last one performed 10 
days before admission to the Los Angeles Hospital. Her symptoms have at various times 
simulated those of gall-bladder or genitourinary pathology as well. 


She was also confined at Camarillo for seven months in 1947-1948 for treatment of 
schizophrenia. 

Four years ago she noticed the onset of two erythematous macules on her forehead, 
one just to right of center near the hairline and the other above the right eyebrow. 
These. have grown: in size over the years; and color has changed from .red: to brown 
to slate-gray. In addition she has recently noted a brown-gray macule on the dorsum 
of her left, little toe and bluish discoloration of the upper gums. 

During this inpatient period, the patient has had two severe episodes of abdominal 
pain and distension, followed by passage of urine that darkens on standing. Tests for 
prophyrins have shown normal levels at all times, but tests for melanogen in the urine 
have been strongly positive during the two episodes mentioned. 

All laboratory studies have been within normal limits. 


Discussion 


Dr. S. WiitttaAmM BeEcKER: (by invitation) The plaques present on the forehead are 

clinically and microscopically postinflammatory melanosis. She stated there had been 
three flare-ups in the past four years, but no history of possible drug causation could 
be elicited. Dark urine, which she is alleged to have passed, suggests first of all, 
melanuria from melanoma, which I believe she does not have because she is in too 
good health; secondly, melanotic nonmelanomatous ovarian tumor; thirdly, alkaptonuria, 
often associated with ochronosis, which is not evident at the moment, and indicanuria, 
which could accompany her intestinal stasis. Tryptophanuria was found by Brice 
(Tryptophanuria and Its Significance, Arch. Int. Med. 49:978-80, 1932) in 10% of schizo- 
phrenics, a disease for which she has been treated. If the urine was light-colored 
when passed and was darkened by addition of reagents, the material used is important. 
The use of ferric chloride has been shown to be unreliable, because drugs such as aspirin 
will cause darkening. The Thormahlen and Ehrlich reagents are tests for indol 
derivatives. In a patient who has had as many operations as she had, drug addiction 
or malingering must be considered. : 
_ Dr. Maxwett J. Woxrr: I discussed this patient with the internist who had the respon- 
sibility of her last attack of abdominal distress at the Cedars of Lebanon Hospital. In 
view of the history of four previous abdominal operations, the doctor postponed surgery 
until he no longer felt safe to wait. The surgeon found an intestinal obstruction due 
to an inspissated stool in the large bowel. This was thought to be caused by paralysis 
of the bowel resulting from a neurotoxin produced during the attack. 

Dr. Meyer EerKe: Were porphyrin studies done during the acute abdominal crisis? Has 
a spinal fluid examination been done? 

Dr. RicHarp MrHan (by invitation): The test for melanin used routinely at our hospital 
is the Thormahlen reaction, in addition to other confirmatory tests. To answer Dr. 
Perry, there has been no evidence of intestinal polyposis found at any of the four 
laparotomies performed at Los Angeles County Hospital. In answer to Dr. Berke’s 
queries, tests for porphyrins have been done during the patient’s acute episodes; they 
have either been within normal limits or only slightly elevated and not considered 
significant. I recall nothing about spinal fluid; the old history would have to be 
consulted. eae 

This case seems to fall in fairly well with a group that was reported in the 
Bulletin of the Johns Hopkins Hospital about February, 1924, by Haden and Orr. The 
cases reported consisted of the following: 
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. Acute intestinal obstruction 
Lobar pneumonia 
. Pernicious anemia 
. Acute pancreatitis 
. Diabetes mellitus 
. Postoperative gastroenterostomy 

These cases, of course, varied widely etiologically but all exhibited melanuria - without 
melanotic tumors. All had certain blood chemical findings in common; namely, rapidly 
depleted sodium and chloride and high NPN. This chemical environment was thought 
to precipitate a specific type of protein autolysis, resulting in excretion of melanogen 
in the urine. Many conditions with the same electrolyte picture do not result in 
melanuria; the latter finding must depend on metabolic defects in the tyrosinase system 
of a given patient. Tonight’s patient, like those reported by Haden and Orr, passed 
normal-colored urine which on standing darkened to black from the surface downward, 
after her bouts of: intestinal obstruction. When her electrolyte balance was restored 
to normal, the condition cleared. 


An Unusual Case of Disseminated Granuloma Annulare with Plaque Formation on the 
Legs. Presented by Dr. Stanton B. May, (by invitation) and Dr. M. Couperus. 


Anfond 


Discussion 


Dr. Craic WiLLiaAMson: Dr. Scholtz and I considered the similar histopathologic findings 
in granuloma annulare and in the cutaneous nodules seen in rheumatic fever. We 
reasoned that if small oral doses of penicillin are of benefit in the prophylaxis of 
rheumatic fever, known to be caused by the Streptococcus, then this antibiotic might 
also be of benefit in granuloma annulare. 

We have now used oral penicillin in doses of 200,000 units daily for 10- or 12-day 
periods, alternating with a 7-day rest period, in six or seven cases of widespread 
granuloma annulare. With one exception, there was complete clearing within very 
few weeks, 2 

Dr. Water R. Nicks: I accept the clinical diagnosis of granuloma annulare. Micro- 
scopically, the sections were not compatible with this disease. 

Dr. Louis H. Winer: Histologically there were mantles of lymphocytes around the vessels, 
much after the fashion of a lymphoma. Deep in the cutis one could observe foam 
cells which might possibly be xanthomatous in nature. 

Dr. Motiteurus Couprrus: I felt that the first biopsy specimen showed very little to 
support the diagnosis of granuloma annulare. It was a tangential section. However, 
in the second biopsy specimen, which contained a papule from a disseminated lesion 
as well as from a plaque on the legs, there were areas in the various sections that 
showed a definite necrobiosis. There was more than the average perivascular and 
peripheral cellular infiltrate, but this is not incompatible. This patient has now a 
tremendously widespread eruption, almost the entire trunk being covered with papulo- 
nodular lesions. I feel this patient has a disseminated granuloma annulare both micro- 
scopically and clinically. I think it is very interesting that no textbook on dermatology 
with which I am acquainted discusses the disseminated or generalized papular type 
of granuloma annulare. Yet we have seen in our society here at least six or eight 
patients over the years that have had primarily a disseminated granuloma annulare. 
Pityriasis Rubra Pilaris. Presented by Dr. Norman E. Levan. 

Dermatophytosis, Disseminated (Probably T. Purpureum). Presented by Dr. Samuret Ayres Jr. and Dr. SAMUEL 
Ayres, III. 

Case for Diagnosis: Granuloma Annulare? Acute Tuberculosis? Presented by Dr. FLeTcHer HAL. 

Pseudoxanthoma Elasticum. Presented by Dr. M. J. WoxrFr. 

Case for Diagnosis: Lupus Erythematosus-Like Syndrome (Cured After Discontinuance of Cigarettes???) Pre- 
sented by Dr. Jup R. Scnortz and Dr. Craig WILLIAMSON. 

Nevoid Seborrheic Keratoses. Presented by Dr. Maxrmirian E, Osermayer and Dr. Epwarp J. Bowen (by 
invitation) 

Case for Diagnosis. Presented by Dr. THomas W. NIsBet. 

Blue Nevus of Ota (Nevus Fuscocaeruleus Ophthalmomaxillaris Ota). Presented by Dr. Norman E, Levan. 
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Louis H. Winer, M.D., President 
Kenneth L. Stout, M.D., Secretary 

Nov. 8, 1955 


Ringed Hair (Pili Annulati). Presented by Dr. FrercHer HALL. 


A 23-year-old white housewife stated that a little over a year ago, during first pregnancy, 
she first noticed peculiar transverse bands visible on the hairs comprising her bangs. She 
thinks this remained localized to this area until her second pregnancy (which ended a couple 
of months ago), when the same abnormality was noted all over the scalp. No familial history. 

On examination, the scalp hairs are almost uniformly involved, with very narrow trans- 
verse bands without visible variation in diameter. The hair is generally blonde and the bands 
appear slightly darker. Microscopically the diameter of the hairs examined is uniform, but 
the very center shows segmented dark streaks. The scalp shows a moderate amount of 
dandruff but nothing suggesting hyperkeratosis pilaris. The face shows a moderate degree 
of scarring from acne and a few scattered inflammatory papules. 

Microscopically, the medullary canals show alternating transverse bands, which disappear 
after soaking in KOH. 


Discussion 

Dr. Maximitian E. OperMAyer: The rarity of the disorder has made it difficult to dem- 
onstrate ringed hair to trainees and thus prevent them from confusing it with monilethrix, 
the far commoner anomaly, for which unfortunately the term pili annulati is used as a 
synonym. The apparent serration of the hair in ringed hair is simply an optical illusion pro- 
duced by the spindle-shaped dark segments that alternate with the light portions. The 
presenter’s description of the microscopic picture as alternate transverse bands was not well 
chosen because the intermittent dark spindle-shaped areas are actually arranged longitudinally. 
The diameter of the hair is not affected, and the anomaly has made the appearance of the 
hair more attractive, at least in this blonde young woman. 

Dr. Lawrence M. Netson: Is ever any hair lost with this type of pathology, as one 
sees with monilethrix? 

Dr. A. FretcHEer HALL: It is interesting to note in this case the onset occurred during a 
pregnancy and the condition became more widespread during a second pregnancy. 


Multiple Keratoacanthomata. Presented by Dr. J. WALTER Wixson. 


A 62-year-old white man has been under medical care for cardiac. decompensation for 
some years, taking several medications, among which were a mercurial diuretic, Pronestyl, 
Peritrate, ammonium chloride, and vitamins C, B complex, and Bu. 

About five months ago an eruption appeared in his scalp and spread over those areas 
usually involved in seborrheic dermatitis. The usual therapy for this disorder failed to give 
‘any relief, and the possibility of a drug eruption from mercury was suggested. Upon the 
discontinuance of this medication, he began to improve slowly. 

During the past few months he has developed perhaps a total of a dozen lesions on his 
arms, face, and hands, each one of which would ordinarily have been accepted on clinical 
inspection as squamous-cell carcinoma. One of these lesions was removed for biopsy and is 
available for study. 

Several of these lesions have disappeared spontaneously and others seem to be doing so at 
this time. 


Discussion 

Dr. THomas H. STERNBERG: The man has multiple lesions all of which look like squamous- 
cell carcinoma, and yet the history and the histopathologic appearance all point to the diag- 
nosis as being correct. On the other hand, the patient has farmer’s and sailor’s skin and 
has a history of previous skin carcinomata. I don’t see how you can treat these lesions as 
keratoacanthomata, since, should any one of them be a squamous carcinoma, it should ob- 
viously be completely eradicated. 

Dr. Murray ZIMMERMAN: Keratoacanthoma is described in Allen’s new text as “so- 
called self-healing squamous cell carcinoma.” I believe itis not mentioned in other American 
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texts. Allen seems positive this is an exaggerated type of comedone. However, he notes 
there are few references in the literature on the subject and cites cases where the end-result 
was a squamous-cell carcinoma terminating fatally. We had one case at the County Hospital: 
a man with a classical keratoacanthoma on the back of the hand. Dr. Mihan excised this 
with a wide margin, with the lesion recurring in two weeks. It was then reexcised with an 
even wider margin; again there was recurrence. Microscopic report on both was keratoa- 
canthoma. The third recurrence was an overt squamous-cell carcinoma. The last word has 
not been written on these lesions in regard to etiology, pathology, diagnosis, prognosis, or 
treatment. 

Dr. Frep F. FetpMan: It is interesting that others have observed recurrences of keratoa- 
canthomata following surgical removal. I should like to report the recurrence of a histo- 
logically confirmed keratoacanthoma, following adequate electrosurgical removal. The lesion 
regrew to its former size in approximately two weeks. The unusually rapid growth of these 
tumors is certainly a unique feature. It was also interesting to witness the reappearance of 
a tumor which supposedly undergoes involution spontaneously. 

Dr. MarcaretT ANN StorKAN: The diagnosis of keratoacanthoma was discussed by Dr: 
MacKenna at’ one of his teaching clinics, The criteria he outlined included a papillomatous 
lesion with a sessile base. ; 

Clinically, the typical lesion he described was not the entity presented this evening. 

Capt. J. H. Lockwoop (MC) U.S.N.: (by invitation) Another case came to our atten- 
tion in which there was a relationship between a chronic eczema and the development of 
keratoacanthomata. This was a case of chronic eczema: for a period of about a year on the 
dorsum of the hand and developed what appeared to be a characteristic squamous-cell 
epithelioma, but on biopsy this proved to be a keratoacanthoma. There was no recurrence 
after treatment. 

Dr. Netson Paut ANnperson: While I am willing to accept at least provisionally Dr. 
Wilson’s diagnosis of multiple keratoacanthoma, 1 feel this diagnosis is made too frequently. 
Eventually everyone who makes this diagnosis on a given lesion and proceeds on such a 
basis is: going to have trouble. Beare, an English surgeon *who has had. extensive experience 
with this lesion, narrowly escaped such a disaster. He tells of encountering a typical kerato- 
acanthoma of which a colored photograph was to be taken for publication. A biopsy revealed 
a Grade IV prickle-cell carcinoma. So one cannot always be sure of such a diagnosis from 
either the history or the clinical examination. 

Secondly, one cannot make an histologic diagnosis of keratoacanthoma from a punch 
biopsy as was done in the case presented. To make such a diagnosis one requires a section 
which includes the entire lesion. I could not make this diagnosis from the sections presented 
by Dr. Wilson. 

These lesions must be considered as prickle-cell carcinomas until. proved otherwise. The 
only difference in therapy after removal of such a lesion for diagnosis is, the subsequent 
radiation therapy may be moderate in amount or entirely dispensed with. 

This entire group includes the solitary keratoacanthoma, the tumor-like keratoss of Poth 
and the self-healing epithelioma of Ferguson Smith. Dr. Samuel Ayres Jr., presented the 
first example of the latter disorder in this country several years ago before a joint meeting 
of the San Francisco and Los Angeles Dermatological Societies. 

If one is going to err, let him err on the safe side. I would feel from the numerous 
articles in the British literature, this condition is more frequently seen in the British Isles 
than in this country. 

Dr. J. WALTER Witson: This is one time when I can agree with everyone who has 
spoken. I have never had a very clear-cut picture of keratoacanthoma, at least to the extent 
that I felt competent to advise anything else but treating all such lesions as though they 
were squamous-cell carcinomas. I think I shall continue to do so because I am afraid to trust 
any of the criteria that have been established in my mind to differentiate this from a dan- 
gerous lesion. As to the present patient, I removed one of his lesions and told him in my 
opinion it was not safe to leave any of the remainder. He replied, “Doctor, you’re wrong, 
some of them have gotten well completely and I don’t worry about the rest of them.” Now, 
he has demonstrated to me that some have indeed disappeared spontaneously. I am trying 
to learn as much as I can from observation of this gentleman. I must admit all of the 
histopathologists who examined this section without having any information as to the clinical 
picture have diagnosed it as keratoacanthoma and none suggested squamous-cell carcinoma 
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need be considered. I was disappointed to hear from Dr. Mihan that his case, also diagnosed 
histopathologically as keratoacanthoma, actually turned out to be a carcinoma. 
Congenital Ectodermal Dysplasia with Associated Mesodermal Defects. Presented by 

Dr.. WALTER R. NickeL and (by invitation) Carr. J. H. Lockwoop (MC) U.S.N. 

A 5-year-old girl was seen briefly in a transient status as a navy dependent. The mother 
States the patient was born prematurely weighing 3 Ibs. 3 oz. (1446 gm.) and at birth pre- 
sented lipoma-like lesions over the thorax and extremities. Very early in life, a diagnosis of 
congenital ectodermal dysplasia was made. Some of the lesions became ulcerated but finally 
healed. The mother states the other lesions over the thorax, which resembled the protuberant 
atrophic-appearing areas. Besides cutaneous changes she has a coloboma of the iris. Her 
lesions presently on the thigh, responded to daily oil massage and are now represented by 
mental age appears to have kept pace with her chronologic age. 

Many studies, including biopsies, have been done in Japan but presently are not available. 

A few recent studies which were available include normal skull plates and x-rays of the 
long bones revealing vertical striations suggestive of reticuloendothelial hyperplasia. Urin- 
alysis and blood counts were normal. 

The only study done at the U. S. Naval Hospital, San Diego, was a biopsy which reveals 
fat close to the epidermis with almost complete absence of the dermis. 


Discussion 


Dr. Netson Paut Anperson: Although I have never seen the condition which affects 
this little girl, I feel quite sure this disorder is a poikiloderma congenita of Thomson. There 
are peculiar reticulated pseudo-roentgen-like changes on the cheeks and similar changes on 
the inner aspects of the thighs. The reticulated, irregular, and atrophic scars on the trunk 
also fit this picture. In addition, there is a nevus lipomatodes on the posterior aspect of the 
left thigh. I do not recall that this condition has been presented or discussed in the Ameri- 
can literature, although there are a number of communications from both England and 
Canada. ; 

Dr. Louis H. Winer: This condition falls into the mesodermal nevus syndrome in a cate- 
gory similar to that of Werner’s syndrome or Thomson’s syndrome. The degenerative histo- 
logic changes seen in the collagen, apparently an elastoid transformation, corroborate this 
impression. 

Dr. S. Writ1AM Becker (by invitation): I believe this interesting disorder could not be 
placed solely in the congenital ectodermal dysplasias, because the girl sweats; she has hair, al- 
though it is rather sparse; she had her deciduous teeth, and she also has the buds of the 
second set of teeth. I think the changes she shows—the telangiectasis, the small angiomas, 
if you will, the change in the collagen and perhaps elastic tissue—are more an mesodermal 
defect than ectodermal. 


Case. Presented by Dr. V. Caspr (by invitation). 

Lentigo Malin Des Viellards (Dubreuilh): Synonyms: Melanose Circonscripte Precancereuse (Dubreuilh); In- 
fective Melanotic Freckles (Hutchinson). Presented by Dr. Norman E. Levan. ' 

Cicatricial Alopecia of Scalp: Folliculitis Decalvans? Presented by Dr. Kennet L. Stour. 

Ulcerated Keloids, Soles of Both Feet with Healed Keloids Elsewhere on the Skin. Presented by Dr. Water R. 
Nicxet, M.D. 

Urticaria Pigmentosa. Presented by Dr. SamuEt Ayres Jr., and Dr. Samuer Ayres ITI. 





METROPOLITAN DERMATOLOGICAL SOCIETY OF NEW YORK 
Anthony N. Domonkos, M.D., President 
C. Douglas Walsh, M.D., Secretary 
Oct. 20, 1955 
Hypertrophic Lichen Planus. Presented by DR. ANTHONY N. DOMONKOS. 


Cicatrizing Epithelioma of the Nose: Morphea? Presented by DR. ROYAL M. MONTGOMERY. 
Psoriasis? Presented by DR. CHARLES F. POST. 
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Anthony N. Domonkos, M.D., President 
C. Douglas Walsh, M.D., Secretary 
Nov. 17, 1955 


Acrodermatitis Continue. Presented by Dr. CHarteEs F. Post. 

A 57-year-old white, married woman has been followed since June, 1954, for a 
chronic pustular dermatosis of the right third and the left first and fourth toes. Repeated 
scrapings and cultures have been negative for fungi. Bacterial culture reveals Staphylococcus 
taplylococcus albus that was sensitive to several antibiotics, all of which failed to give a good 
clinical response when used locally or systemically. These included Terramycin, Poly- 
sporin, Gantrisin, Ilotycin, and Neosporin. There was also no response to the local 
application of Vioform, Castellani’s paint, Whitfield’s ointment, and sulfur and salicylic 
acid ointment. From June, 1954, until February, 1955, there was continuous formation 
of lakes of pus about the toenails and the ends of the toes. Cortisone ointment and 
ultraviolet light proved to be of no benefit. 

On Feb. 23, 1955, the patient was started on 500 mg. of Promacetin three times a 
day. On March 3, she developed a moderately severe erythema multiforme of the face, 
chest, and arms. This cleared promptly with two injections of ACTH. One week later, 
she resumed Promacetin taking first 1, then 2 and, finally, 3 tablets a day. There has 
been no recurrence of the drug eruption and there has been steady continuous improve- 
ment’ of the acrodermatitis. In August, 1955, the patient was started on injections of 
1 gm. of streptomycin im. twice a week and hydrocortisone 20 mg. four times a day. 
Promacetin was continued as before. There was some immediate improvement but lakes 
of pus continued to form under the nails. 

Last week local therapy with zinc peroxide paste was started with immediate, rapid 
improvement. 

Discussion 

Dr. ALEXANDER W. Younc Jr.: There is much to be said for the diagnosis of acroderma- 
titis continue in this case; however the lack of spread to involve adjacent areas by peripheral 
extension which is characteristic of the disease is not in favor of the presenting diagnosis. 

Dr. C. T. Netson: From the patient’s appearance at this time, I would not be able to 
make a diagnosis of acrodermatitis. Apparently, the clinical improvement has been extra- 
ordinary, and Dr. Post should be complimented for his therapeutic success with zinc peroxide. 
[ was impressed with the pitted nails and wonder if this may not be a case of psoriasis 
basically. 

Dr. GraHam: I think that this is a very interesting case. Cases of this dermatosis 
which I have seen have not been as widespread. I am inpressed by the excellent result of 
Dr. Post’s therapy. 

Leucoderma Acquisitum Centrifugum (Perinevoid Vitiligo). Presented by Dr. C. T. NELSON. 

The patient, a white boy aged 13 years, has had numerous moles on chest and back since 
early childhood. These were associated with no unusual changes until one year ago when 
areas of depigmentation were noted around many of the moles. The areas of depigmentation 
increased in size and became reddened and more pronounced when the remainder of the trunk 
tanned deeply. More recently, loss of pigmentation of the hair of the left occipital scalp has 
occurred. There are areas of complete loss of pigment surrounding many light brown, 
elevated pigmented nevi on the trunk. Laboratory examination; biopsy: not done. Treatment: 
none. Course: unchanged. 


Discussion 

Dr. ANTHONY N. Domonxos: I believe several years ago a case was presented here of a 
Puerto Rican girl with perinevoid vitiligo with a pigmented mole in the center of it. It was 
felt that after the nevus was excised, the surrounding absence of pigment might be corrected, 
and the vitiligo would disappear. This was done by excising the lesion widely. Even after 
three years, there has not been an appreciable return of pigment to the area where the nevus 
was removed. 

Dr. GRAHAM: This type of lesion is also known as “halo nevus.” 

Dr. C. T. Netson: This patient was presented as a curiously vivid example of perinevoid 
vitiligo. As Dr. Domonkos has said, there is a theory that the area of depigmentation sur- 
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rounding a hyperpigmented: mole is the result of some abnormal enzyme activity within the 
mole. This theory has not been substantiated, and removal of the mole does not necessarily 
result in repigmentation of the depigmented site. Possible treatment in this case might be 
the daily administration of 8-methoxypsoralen by mouth, followed by exposure to sunshine. 
Apparently 8-methoxypsoralen used in this way, in doses of 10 to 20 mg. daily, will increase 
the tolerance of the skin to ultraviolet light. On the other hand, if this agent is given in 
larger doses (20 to 75 mg.) prior to exposure to sunlight, erythema and blistering of the 
skin are increased. In other words, the psoralens apparently do not have per se a primary 
protective action. 





Discussion 

Dr. Cuartes F. Post: This is typical of parapsoriasis. I am now treating two similar 
cases having a similar history. The disease is worse in the wintertime. I recommend less 
bathing, ultraviolet irradiation, crude liver extract, and vitamin D (Drisdol 50,000 U). The 
latter is given in capsule form once daily for five days a week. The urine and blood calcium 
must be followed. Locally salicylic acid 2% is often helpful. 

Dr. ANTHONY N. Domonkos: I want to second the idea of crude liver extract. This 
and ultraviolet rays are very beneficial. 

Dr. LARRALDE: I agree with the diagnosis of parapsoriasis. I have had little success in 
treatment of this form of the disease. 


Balanitis Xerotica Obliterans. Presented by DR. CHARLES F. POST. 
Parapsoriasis. Presented by DR. ALEXANDER W. YOUNG JR. 





NEW ENGLAND DERMATOLOGICAL SOCIETY 


E. Myles Standish, M.D., President 
Joseph Goodman, M.D., Secretary 
Oct. 23, 1955 


Familial Benign Chronic Pemphigus (Hailey and Hailey). Presented by Dr. C. N. Sutti- 
VAN. 


A man aged 45 is presented from the New Britain General Hospital with an eruption in 
the intertriginous areas of 26 years’ duration. 

The patient has had recurrent attacks of vesicles and maceration. These occur most often 
in the groins, but also on the neck, in the axillae, in the perianal and intergluteal regions, and 
in the beard. Remissions have been noted during the cold weather, with exacerbations in the 
summer. 

One brother, now 43, has a similar eruption. Four other brothers and sisters and two 
sons are unaffected. The mother and father had no rash. Information regarding the grand- 
parents is lacking. 

There is maceration, scaling, and fissuring, with lesions showing sharp borders and clear- 
ing in the center, in the beard and intertriginous areas. : 

' The patient has had various local, oral, and parenteral treatments. Vioform paste, and 
steroids orally and parenterally have been most effective. At present he is taking Prednisone 
5 mg. three times daily. 

Blood, urine, and serologic examinations have been normal. A roentgenogram of the 
spine showed no osteoporosis. Microscopic examination and cultures on corn-meal agar 
showed no evidence of fungous infection. 

_ Biopsy findings were consistent with the clinical diagnosis of familial benign chronic 
pemphigus (Hailey and Hailey). 
Discussion 

Dr. Bernarp AppeL: On the basis of experience in one case I would suggest trying 
Aureomycin for this patient because I know no specific treatment for this disease. 

Dr. Watter F. Lever: I followed a patient with chronic benign familial pemphigus and 
can confirm Dr. Appel’s statement that the “mycins” are effective, at least as long as they 
are being given. The dosage of Achromycin necessary to control the eruption was between 
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1.5 and 2 gm. a day. The treatment had to be discontinued because of the expense. 

Dr. M. M. Totman: What happened when you stopped it? 

Dr. WALTER F. Lever:, The eruption recurred, as we see after treatment with the steroids. 
It is an interesting observation, nevertheless, that the Hailey and Hailey eruption responds 
to Achromycin. 

Dr. C. N. SuttivAN: Many people have asked me about local treatment with steroids. 
I would think that was a logical way to treat this disease which seems to have only cutaneous 
manifestations; however, we have tried practically all of the steroids on the market and 
they seem to aggravate the eruption. The lesions become macerated, and as they are in the 
intertriginous areas anything greasy makes them worse. The original lesions sometimes 
look very’ much like impetigo. I treated another case as impetigo and it seemed to improve. 
You can give these patients the local treatment used for impetigo, and the eruption will clear 
up. Perhaps Aureomycin controls the secondary infection. 


Case for Diagnosis (Pemphigus Vulgaris? Pemphigoid Reaction?) Presented by 

Dr. F. Earte KUNKEL. 

Discussion 

Dr. Water F. Lever: The biopsy shows detachment of the intact epidermis from the 
underlying dermis. There is no evidence of acantholysis, and on that basis I am willing to 
rule out true pemphigus. I would suggest a diagnosis of benign mucous membrane pemphi- 
goid. I prefer this name to ocular pemphigus, because the cases originally described under 
that term all had severe ocular involvement with scarring of the conjunctiva and formation 
of adhesions. Later it became evident that many cases did not have ocular lesions in the 
beginning and that it sometimes took years for them to develop. Cases have been followed 
for 20 years without ever developing ocular involvement, so the term “ocular pemphigus” 
seems. inappropriate. The characteristic feature of this disease is the involvement of the 
mucous membranes, and’ in 50% of the cases, of the skin a'so. Scarring frequently results. 
The area behind the ear of this patient is already going on to atrophic scarring, and still 
new bullous lesions arise in that location. This is a benign disease, provided it does not 
involve organs in which interference is. dangerous. If the eyes are affected, blindness can 
result. In four of our cases there was involvement of the esophagus with development of 
blebs and adhesions. One of these patients finally died because bolus lodged in the esophagus, 
was regurgitated, and the patient, an old man, suffocated. Another patient, also elderly, had 
such severe involvement of the larynx and bronchi that fatal pneumonia developed. Ordi- 
narily the disease is extremely chronic but not dangerous, and I agree with Dr. Kunkel that 
one should not force large doses of steroids on this woman at present. One can control oral 
discomfort with local anesthetics. 


Reiter’s Disease. Presented by Dr. ALBERT RUBIN. 

A Jewish physician, aged 42, developed a nonspecific urethritis about June 1, 1955, 
followed by conjunctivitis, severe polyarthritis, and a psoriasiform dermatitis that became 
generalized, involving the body, scalp, face, and the head of the penis. The lesions of the 
mouth, tongue, and folds of the skin, as in the axillae and groins, resembled moniliasis. 
Wart-like lesions appeared on the palms and soles, and subungual hyperkeratoses lifted thé 
nails and caused many to fall off. There were pronounced hyperkeratoses of the toes and 
fingers. These have disappeared, leaving large red areas. The patient has been taking 
Dicumarol because of a previous coronary thrombosis. 

There’ are psoriasiform lesions in all stages on the body, scalp, and face. The skin is red 
and tender at the sites of the wart-like lesions on the palms and soles. There is pronounced 
subungual hyperkeratosis on the hands and feet with many nails missing. A greenish-white 
caseous material has oozed from the nail beds. The groins and axillae show well-demarcated 
red areas. The patient removes many hyperkeratotic plugs from the palms. 

Biopsy was refused. A culture of prostatic secretion yielded hemolytic Staphylococcus 
aureus, and cultures from around the fingernails Proteus vulgaris (Bacillus proteus), S. 
aureus, hemolytic streptococci, and Escherichia coli (B. coli). Cultures from the blood and 
urine were negative.. 

The eruption was under fair control while the patient was receiving ACTH intravenously 
and intramuscularly, with other medications, as Meticorten, antibiotics, and vitamins. Elimi- 
nation of the intravenous ACTH caused an exacerbation of the eruption in spite of other 
steroids. Local treatment has been used for symptomatic relief. 
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Discussion 

Dr. M. M. Totman: Is there any history of psoriasis in this man’s family? 

Dr. Jos—epH MULLER: With the history of a urethral discharge it is hard to rule out 
keratosis blennorrhagica. I should like to see some antibiotic tried, even penicillin, or one of 
the sulfonamide drugs, to see if it wouldn’t do more than the corticosteroids. 

Dr. Etwoop C. Wertse: I should like to suggest here a diagnosis of acrodermatitis enter- 
opathica, which is not limited to the extremities in cases of this type. We have had similar 
ones that developed lesions on the body which closely resembled psoriasis, many of them pustu- 
lar, so that we could not make up our minds whether they were acrodermatitis enteropathica. 
Our patients died after long periods of disability. 

Dr. Francesco RoNCHESE: It would be less confusing to call it arthopathic psoriasis. 

Dr. Paut CaTINELLA: The whole picture can be explained on the basis of acute fulminating 
psoriasis. 

Dr. Harry BettacH: I agree with the diagnosis of Reiter’s disease. The conjunctivitis, 
the arthritis, and the nonspecific urethral discharge go with this disorder. Reiter’s disease is 
supposed to be due to pleuropneumonia-like organisms, or at least they have been recovered by 
special cultural techniques. We had a case at the New York Skin and Cancer Unit which 
did well with estrogenic hormone, and I suggest this be tried. 

Dr. CuHartes S. D’aAvANzo: Have large doses of vitamin A been used in this case? 

Dr. NeEviILLtE KircH: I agree with the diagnosis of Reiter’s syndrome. I don’t agree that 
it could be keratosis blennorrhagica, because from my understanding one must culture the 
Gonococcus. 

Dr. WALTER F. Lever: I don’t know what Dr. Weise referred to in. speaking of acro- 
dermatitis enteropathica. 

Dr. Ettwoop C. WEIsE: Acrodermatitis enteropathica has recently come to the fore in 
relation to malignant and other serious diseases of the gastrointestinal tract. 

Dr. Watter F. Lever: As I recall, acrodermatitis enteropathica has been described so 
far only in children in conjunction. with moniliasis. 

Dr. ALBERT RuBIN: We never got any history of psoriasis in this patient or his family. 
We have taken many cultures, and got a Proteus vulgaris organism from the prostatic dis- 
charge. He does not remember having had gonorrhea. 

The patient has received a large amount of antibiotics and a variety of sulfonamides. It 
was our impression when the lesions in his mouth, axillae, and groin flared up that the anti- 
biotics had played a part, so we discontinued them, Recently, when the intravenous administra- 
tion of ACTH was stopped, he developed a fever which persisted, and we decided to give him 
another antibiotic—I think it was erythromycin—but the fever continued. Only when the 
Meticorten was increased from 50 to 100 mg. did the temperature drop to normal. He has been 
taking vitamin B complex and has had 1000-unit injections of vitamin Bz, but we have never 
given him large doses of vitamin A. We also gave him Mycostatin, both orally and locally, 
but discontinued it because we saw no improvement in his skin or mouth. 


Dermatitis Herpetiformis. Presented by DR. NEVILLE KIRSCH. 

Erythema Multiforme Bull (Pemphigus? Herpes Gestationis?) Presented by DR. HARRY BELLACH. 

Case for Diagnosis (Chronic Discoid Lupus Erythematosus? Subacute Disseminated Lupus Erythematosus?) Pre- 
sented by DR. E. MYLES STANDISH. and DR. CLEVELAND R. DENTON. 

Pseudoxanthoma Elasticum. Presented by DR. CHARLES S. D'AVANZO. 

Trichorrhexis Nodosa. Presented by DR. CHARLES W. O'NEILL. 

Chronic Granuloma. Presented by DR. PHILIP E. SCHWARTZ. 

Kaposi's Idiopathic Hemorrhagic Sarcoma. Presented by DR. F. W. BRECKER. 

Eczematoid Dermatitis, Nonspecific (Premycotic Mycosis Fungoides?). Presented by DR. F. WELLINGTON 
BRECKER. 

Hyperkeratotic Neurodermatitis. Presented by DR. ALBERT RUBIN. 

Sarcoidosis. Presented by DR. NEVILLE KIRSCH. 

Case for Diagnosis (Erythema Elevatum Diutinum? Rheumatoid Nodule? Granuloma Annulare?) Presented by 
DR. F. EARLE KUNKEL. 

Nodular Vasculitis. Presented by DR. E. MYLES STANDISH. 

Dermatomyositis. Presented by DR. CLEVELAND R. DENTON. 

Granuloma Annulare. Presented by DR. E. MYLES STANDISH. 

Necrobiosis Lipoidica Diabeticorum with Xanthomatosis. Presented by DR. PHILIP E. SCHWARTZ. 

Nevus Flammeus. Angioma Simplex. Presented by DR. NEVILLE KIRSCH. 

Port Wine Stain. Presented by DR. NEVILLE KIRSCH. 

lododerma. Presented by DR. E. MYLES STANDISH. 
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SAN FRANCISCO DERMATOLOGICAL SOCIETY 


Paul Fasal, M.D., President 
R. Raymond Allington, M.D., Secretary 
Nov. 18, 1955 


Adiposis Dolorosa (Dercum’s Disease). Presented by Dr. Herpert L. JosErH. 

A 56-year-old diesel mechanic has had “lumps” under the skin for about 20 years. At first 
they are painful for about two or three months and after that are symptomless. 

The newest lesions are on the left lower abdomen and are now painful. He gives a history 
of having had a ruptured appendix and hemorrhoidectomy four years ago and the surgical 
removal of a carcinoma of the lip in 1953. 

The examination is negative except for the large subcutaneous soft tumors occurring singly 
and in clusters up to 15 to 20 cm. in diameter on the trunk, thighs, and arms. 

The slide is presented from a biopsy taken from the right abdominal wall. 


Discussion 

Dr. Wa.tTeR E. WeserR, Santa Rosa: I have never seen a true case of Dercum’s disease, 
at least, one wherein everyone agreed that this was the diagnosis. As I recall, it is mostly in 
women. This, however, does not rule out the diagnosis in this male patient presented this 
evening. This patient stated that only a few of the lesions are ever painful and these just at 
the onset. Most of the lesions, he further states, never bothered him. I wonder why this 
couldn’t be merely multiple lipomatosis with some of the nodules and tumors being associated 
with nerve fibers to cause pain, a phenomenon somewhat comparable to multiple glomus tumors 
wherein some of the lesions are painful and others cause no difficulty whatever. Histologically, 
all one could say in tonight’s case was that the slide was compatible with a lipoma or normal 
fatty tissue. I believe that in Dercum’s disease one sees inflammatory cells especially in the 
early stage. 

Dr. Hersert L. JosepH, Vallejo: Adiposis dolorosa, as the name implies, is simply painful 
lipomatosis. It is true that not 100% of this patient’s lipomas have been painful or tender, 
but in ordinary lipomatosis none are painful. According to Sutton and Sutton (Diseases of 
the Skin, The C. V. Mosby Company) “Pain is variable, ranging from mere tenderness to 
spontaneously violent attacks.” The early lesions in this patient are tender for several months 
only, then are symptomless. The biopsy was from an early lesion and showed no inflammatory 
component. 

The incidence of this disease is reported as five times as frequent in women as in men. 
Three types are described, the nodular (rare), circumscribed and disseminated (commonest), 
and generalized and diffuse. Pituitary disorders and psychotic disturbances have been as- 
sociated with the disease. My patient has the common type and no endocrine disease. Neither 
did he have the lard-like “white edema” which has been described. 

Recurrent (Dermatofibrosarcoma, Fibrosarcoma, Endothelial Sarcoma)? Presented by Dr. Hersert L. Joserx 
and (by invitation), Dr. JosepH N. Aaron. 

Tuberculoid Leprosy: Presented by Dr. Paut Fasat. 

Bullous Lesions in the Mouth. Presented by Dr. Hersert L. Joserx. 

Light Sensitivity Eruption vs, Lupus Erythematosus (Discoid vs. Chronic Systemic). Presented by Dr. Water E. 

WEBER. 

Lichen Sclerosis et Atrophicus? Presented by Dr. Crinron Betrne and (by invitation) Dr. Atrrep G. 

LERNER. 


Tuberculide? Presented by Dr. Ervin Epstein. 
Acrosclerosis. Presented by Dr. WaLtEeR E. Weser, Santa Rosa. 
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Exfoliative Dermatitis Aantal with 


Hypogammaglobulinemia 


MARCUS M. KEY, M.D. 
and 
CARL T. NELSON, M.D., New York 


tant 


In 1952, Bruton,! introduced the term 
“agammaglobulinemia” to describe a new 
syndrome in an 8-year-old boy, who from 
the age of 3% years had had multiple 
attacks of respiratory and blood-stream in- 
fections, often with the same micro-organ- 
ism. This patient was found to be unable 
to develop circulating antibodies to a series 
of injected antigens, and electrophoretic 
analysis of his plasma disclosed an almost 
complete absence of y-globulin. Since that 
time more than 30 comparable cases have 
been observed in children here and abroad. 
Inasmuch as these patients were all boys, 
the defect has been considered to be gen- 
etically determined as a sex-linked recessive. 
These children characteristically suffer from 
an early age with recurrent severe infec- 
tions due to the common pyogenic bacteria. 
Such infections include pyoderma, purulent 
conjunctivitis, otitis media, purulent sinus- 
itis, pneumonia, meningitis, and purulent 
arthritis. Administration of appropriate 
antibiotics often controls these infections, 
but recurrence is usually noted soon after 
therapy is discontinued. 

The defect in these cases is apparently 
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due to the inability to synthesize y-globulin 
antibodies. Abnormally rapid destruction or 
loss of gamma globulin does not seem to be 
the cause of the deficiency, since the half- 
life of y-globulin injected into these patients 
is as long as or longer than normal.? Ad- 
ministration of pooled y-globulin (immune 
serum globulin) in doses of 0.1 gm. per 
kilogram of body weight every four weeks 
is sometimes effective in the prevention of 
the recurrent infections, provided it is used 
before permanent damage (such as bronchi- 
ectasis secondary to pneumonia) has de- 
veloped. 

The inability to synthesize y-globulin 
antibodies is associated with pathologic 
changes in lymphoid tissue.2 These are 
characterized by a failure of germinal- 
center formation and a lack of differentia- 
tion of plasma or preplasma cells on 
antigenic stimulation. At autopsy the lym- 
phoid tissue is atrophic and its y-globulin 
content is strikingly diminished. 

In contrast to this congenital or primary 
type of agammaglobulinemia, acquired or 
secondary agammaglobulinemia may develop 
in either sex at any age. Some cases of 
acquired agammaglobulinemia resemble the 
congenital type, with analogous findings in 
the lymphoid tissues, while in other cases 
granulomatous or neoplastic changes in the 
lymphoid system seem to replace the normal 
tissue. These patients usually present the 
picture of recurrent pneumonia and bron- 
chiectasis, but repeated infections of the 


333 











skin are also seen. Replacement therapy 
with immune serum globulin often proves 
to be disappointing in these patients, and 
continuous prophylactic antibiotic therapy 
may be necessary.’ 

Dermatologic manifestations reported in 
both the idiopathic (congenital) and ac- 
quired (secondary) types of hypogamma- 
globulinemia and agammaglobulinemia have 
consisted mainly of recurrent pyodermas, 
furunculosis, and cellulitis. Purulent con- 
junctivitis is also not uncommon, and occa- 
sionally such conditions as generalized 
vaccinia following vaccination, widespread 
moniliasis, and pyoderma gangrenosum 
have been observed.* Generalized exfolia- 
tive dermatitis as a dermatologic complica- 
tion of agammaglobulinemia or hypogam- 
maglobulinemia of either the congenital or 
the acquired type has not been previously 
described. Recently, we have had the oppor- 
tunity to observe a 12-year-old boy with 
hypogammaglobulinemia in whom an asso- 
ciated generalized exfoliative dermatitis was 
the predominant dermatologic manifestation. 


Report of a Case 


A 12-year-old white boy was admitted to Babies 
Hospital on Aug. 9, 1955, for a generalized exfolia- 
tive dermatitis of two months’ duration. This 
patient had had repeated attacks of impetigo since 
birth and recurrent bouts of otitis media, pharyn- 


* References 4 to 7. 
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gitis, sinusitis, bronchitis, and pneumonia since the 
age of 5 years. These infections responded tem- 
porarily to antibiotics but recurred when the anti- 
bacterial agents were discontinued. A diagnosis 
of hypogammaglobulinemia was made during a 
previous Babies Hospital admission in 1954, when 
low zinc turbidity tests, positive Schick tests in 
spite of adequate diphtheria immunization, and 
greatly lowered y-globulins, as determined by 
filter paper electrophoresis. and immunochemical 
methods, were discovered. From that time the pa- 
tient had been treated with 25 cc. of y-globu- 
lin intramuscularly every three to eight weeks and 
with antibiotics periodically, without lasting im- 
provement. About two months prior to admission, 
the patient developed a scaly pruritic eruption of 
the face, which spread to the neck and then be- 
came generalized. It was accompanied by chilly 
sensations, poor appetite, and a weight loss of 
4 lb. The only medication given immediately 
prior to onset of the eruption was tetracycline, but 
subsequently the patient received penicillin, strepto- 
mycin, and oxytetracycline. Withdrawal of anti- 
biotics was considered but was not done because 
of the patient’s underlying condition. The derma- 
titis failed to improve on bland local therapy, 
and the patient was admitted. Family history re- 
vealed that the only sibling, a girl, died suddenly 
at 2 years of age of unknown cause. She had had 
what probably was allergic eczema at the age of 
4 months. 

On physical examination, the patient was a thin 
white boy who was underweight: height, 51 in. 
(130 cm.) ; weight, 52 lb. (23.5 kge.). He appeared 


chilly and chronically ill, with loss of subcutaneous 


fat and muscle mass. Temperature was 100.4 F; 
pulse rate was 112 per minute, regular. Respira- 
tory rate was 28 per minute. Blood pressure was 
100/60. There was a generalized exfoliative der- 


Fig. 1. — Exfoliative 
dermatitis of three 
months’ duration in a 12- 
year-old white boy with 
hypogammaglobulinemia. 
The scaling was general- 
ized and had a seborrheic 
quality. 
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EXFOLIATIVE DERMATITIS — HY POGAMMAGLOBULINEMIA 


matitis with some redness of the skin and a diffuse 
thinning of scalp hair. The scaling had a sebor- 
rheic quality and involved the face and scalp as 
well as the trunk and extremities (Fig. 1). There 
was no vesiculation, and the nails were grossly 
normal. Both tympanic membranes were _thick- 
ened and discolored. The pharynx was injected, 
but the tonsils were small. Only a few matted 
nodes were palpable in one axilla. There was dull- 
ness at the bases of both lungs, posteriorly, with 
greatly decreased breath sounds over these areas, 
especially on the left. The extremities were cold. 
The remainder of the physical examination was 
essentially within normal limits. 

Laboratory Studies—Hemoglobin was 11.2 gm. 
White blood cell count was 9000, with 40% poly- 
morphonuclear leucocytes, 12% lymphocytes, 13% 
monocytes, and 35% eosinophiles. The eosinophilia 
was persistent. Erythrocyte sedimentation rate was 
15 mm. in one hour (Westergren). Urinalysis was 
normal. There were no ova, parasites, or occult 
blood in the stool. Frontal and left lateral x-rays 
of the chest showed bilateral lower lobe atel- 
ectatic pneumonia and pleurisy. X-rays of the 
sinuses showed multiple sinusitis. Hemolytic 
Staphylococcus aureus, mannitol-fermenting and 
coagulase-positive, was cultured from nose, throat, 
skin, and blood. Candida albicans was cultured 
from skin, mouth, and rectum. Zinc turbidity 
tests showed values of less than 0.1 unit (normal 
5-10 units), before and after administration of 
y-globulin. Serum proteins totaled 7.1 gm. per 
100 cc., with 5.2 gm. of albumin and 1.9 gm. 
of globulin. Serum y-globulins as determined 
by filter-paper electrophoresis were 25% of nor- 
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Fig. 2.—Electrophoretic analysis of the plasma 
proteins in a patient with exfoliative dermatitis 
and h globulinemia (heavy line) com- 
pared with a normal pattern (light line). Note 
the pronounced decrease in size of the gamma peak 
in the patient’s plasma. 





Fig. 3——Exfoliative dermatitis associated with 
hypogammaglobulinemia. The epidermis is edem- 
atous and contains a few leucocytes. The cutis 
shows an infiltration of mononuclear cells and 


scattered eosinophiles; reduced %4 from mag. 
X 430. 
mal (Fig. 2). The Mazzini test was normal; 


old tuberculin gave no reaction at a dilution of 
1:100; the blood type was AB. Biopsy of the 
skin (obtained three weeks before admission) was 
studied by Dr. Fred D. Weidman and Dr. Gerald 
F. Machacek. It showed an acanthotic edematous 
epidermis from which most of the granular layer 
had disappeared. Parakeratosis was present, and 
there was evidence of superficial vesiculation. A 
few leucocytes were seen in the epidermis, and the 
edema separated the individual epithelial elements 
to make the intercellular bridges conspicuous. The 
papillary cutis was very edematous, while the 
deeper cutis showed a moderate infiltration of 
mononuclear cells with some scattered eosinophiles. 
Finely fibrillar material was found between the 
acini:of the sweat glands, suggesting the presence 
of mucin (Fig. 3). The findings were interpreted 
as a chronic dermatitis of the exfoliative type. 
Course.—All internal medications were discon- 
tinued temporarily after the patient’s admission 
to the hospital. Local dermatologic therapy con- 
sisted of oatmeal baths and local applications of 
peanut oil. This regimen resulted in no improve- 
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ment of the dermatitis, and the patient’s respira- 
tory. infections became worse. Chlortetracycline 
ointment, 3%, and hydrocortisone lotion, 1%, were 
then applied twice daily to the skin with slow im- 
provement. However, not until the patient was 
given prednisone, 35 mg. daily, did the exfoliative 
dermatitis subside. Because of the underlying 
respiratory infections, it was necessary to sup- 
plement the corticosteroid therapy with the ad- 
ministration of streptomycin, erythromycin, and 
chlortetracycline and .an aerosol of penicillin and 
streptomycin. Chloramphenicol was also given 
for a short time when Salmonella organisms were 
isolated from the stool, and an epididymitis was 
treated with sulfisoxazole. Injections of pooled 
immune y-globulin, 25 cc. intramuscularly, were 
also given at intervals of four weeks. 

The patient did well on this regimen, and the 
daily dosage of prednisone was reduced gradually 
by decrements of 2.5 mg. every four days. The 
exfoliative dermatitis, however, began to reappear 
when the dose of prednisone was lowered below 
20 mg. per day. After the patient’s underlying 
infections had subsided, all antibiotics and chemo- 
therapy were discontinued for several weeks, but 
the exfoliative dermatitis persisted. Hydrocortisone 
ointment, 1%, was then used to control the eruption 
on the face, neck, and hands. Although local 
steroid therapy was much less effective than the 
systemic form, it was used because of the po- 
tential complications of the latter and because of 
the possible emergence of bacteria resistant to the 
antibiotics which would need to be given con- 
currently with orally administered corticosteroids. 


Comment 


The observation that a generalized ex- 
foliative dermatitis may be associated with 
agammaglobulinemia or hypogammaglobuli- 
nemia raises the question of a possible rela- 
tionship of this defect to other dermatoses 
of the exfoliative or desquamating type. 
Generalized exfoliative dermatoses of in- 
fancy such as Leiner’s disease and Ritter’s 
disease characteristically occur during a 
period of life when the plasma y-globulin 
levels are very low. In the newborn infant 
serum y-globulin levels are normal, but these 
drop by about one-third in the first month 
of life. They remain at these low levels for 
about three months and then gradually begin 
to rise, reaching near normal adult values 
at the age of 2 years. If, as described above, 
generalized exfoliative dermatitis may be 
associated with a deficiency of plasma y- 
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globulins in later childhood, it is conceivable 
that some cases of generalized exfoliation 
and desquamation occurring in infancy may 
be related to the same defect. Moreover, 
whenever the serum y-globulin levels are 
low, infections may become a serious prob- 
lem. Since patients with lowered or absent 
serum y-globulins are abnormally suscep- 
tible to staphylococcic skin infections, it is 
possible that, in some cases, such conditions 
as impetigo of the newborn may be asso- 
ciated with this deficiency. These are mat- 
ters which would seem to deserve further 
investigation. 

The patient reported herein probably rep- 
resents a case of hypogammaglobulinemia 
of the congenital or primary type. At least 
he has had repeated attacks of impetigo 
since infancy and otitis media, sinusitis, 
pharyngitis, bronchitis, and pneumonia 
since early childhood. These infections have 
become increasingly severe in recent years. 
As is so common in these cases, his greatest 
problem at first was pyoderma, followed 
later on by residual and repeated infections 
of the upper respiratory tract. The hypo- 
gammaglobulinemia was not confirmed until 
the patient was 11 years of age, but his 
long-standing inability to develop circulating 
antibodies may be inferred from the per- 
sistence of a positive Schick test despite 
adequate attempts to immunize against diph- 
theria. Repeated administration of immune 
y-globulin in amounts up to 25 cc. has not 
produced significant elevations of plasma 
y-globulin levels in this patient and has not 
been noticeably effective in the prevention 
of recurrent respiratory infections. In this 
respect, he has behaved more like a patient 
with secondary or acquired hypogamma- 
globulinemia, in whom replacement therapy 
with pooled y-globulin often proves to be 
disappointing. On the other hand, it may 
be that he is indeed a case of primary 
or congenital hypogammaglobulinemia in 
whom sufficient permanent tissue damage 
has occurred to render inadequate such re 
placement therapy. Injections of pooled 
immune y-globulin in this case have also 
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been ineffective in the treatment of the 
generalized exfoliative dermatitis. It is of 
interest that the dermatitis was controlled 
by the administration of prednisone in ade- 
quate amounts after other forms of treat- 
ment had failed. 


Summary 

A case of generalized exfoliative der- 
matitis associated with the syndrome of 
hypogammaglobulinemia in a_ 12-year-old 
boy is reported. Generalized exfoliative 
dermatitis as a dermatologic manifestation 
of hypogammaglobulinemia has not been 
previously described. 

The essential dermatologic features of 
this syndrome are reviewed, and the possi- 
ble relationship of this defect to other der- 


‘matoses of the exfoliative or desquamating 


type is discussed. 


Drs. Conrad M. Riley, Oscar Frick, Paul S. 
Strong, and George H. Fonde assisted in reporting 
this case. 
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Varioloid is a term applied to a mild type 
of smallpox occurring in semi-immune per- 
sons who have been vaccinated successfully 
at a rather recent date. Lesions are discrete, 
not numerous, and may be scanty. Their 
development follows a normal course, al- 
though it may proceed at a rate faster than 
in the typical, extensive rash.1 Smallpox 
and chicken pox are closely similar diseases 
which not infrequently are difficult or im- 
possible to differentiate on clinical grounds. 
A case of chicken pox with varioloid-like 
rash and laboratory confirmation of diag- 
nosis was not found in the literature re- 
viewed by us. Laboratory confirmation of 
diagnosis is seldom done in chicken pox 
cases because of (a) the lack of a suscep- 
tible experimental animal, (>) the natural 
difficulties in obtaining biopsy specimens 
from the patients, who usually are children, 
and (c) the benign character of the malady 
in the majority of cases. These are appar- 
ently the reasons why a varioloid-like rash 
of varicella has not yet been reported in 
the literature. These cases were probably 
diagnosed as varioloid or alastrim on clin- 
ical grounds. 





Report of Case 


A white youth, aged 18, was admitted to the 
Hospital das Clinicas in April, 1954, because of 


Submitted for publication, Oct. 24, 1955. 
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Hodgkin’s disease, verminoses, and vitiligo. Sixty- 
eight days after admission, he showed the be- 
ginning of an exanthema. The last condition only 
is the subject of this communication, because there 
was no indication that the other complaints 
influenced it. Four days before the physical exam- 
ination to be reported here, the patient had com- 
plained of pruritus and urticariform lesions. The 
next day there appeared a few pruriginous vesicles 
on both thighs, one vesicle on the right buttock, and 
two vesicles on the left arm. On the following day, 
a few vesicles appeared on the shoulders, buttocks, 
and legs, as well as one vesicle on the neck. Tem- 
perature: 38 C (100.4 F) with some peaks of 
39 C (102.2 F). 

Previous Complaints—In addition to those com- 
plaints which motivated his admission to the Hos- 
pital, he had had measles at 9 years, whooping 
cough at*l10, and pneumonia at 15. The patient did 
not remember having had chicken pox. During his 
stay in the hospital (68 days before appearance of 
the exanthema), he had no known contact with a 
case of chicken pox. There was, however, a case’ 
of smallpox in the ward where he was, and this 
motivated his vaccination. The latter was made 42 
days before the rash started. ; 

Physical Examination.—Pallor and jaundice of 
skin and mucosae. Large “take” of antismallpox 
vaccination with cheloid scar on the right arm. 
The legs showed a few scattered vesicles and 
pustules, 2 to 6 mm. in diameter. Some of the 
pustules were umbilicated and had the appearance 
of typical vaccine pustules, with a white raised 
ring surrounding a depressed crusted center. This 
ring contained little, if any, liquid. Very rare ves- 
icles and pustules on arms and buttocks. Scanty 
vesicles and a few crusted lesions on the shoulders. 
The remainder of the trunk was free of lesions; 
the same was true of the hands, feet, and head, 
except for one vesicle on the neck. The sparse 
lesions, less than three dozen in number, did not 
exhibit a centripetal or centrifugal distribution. 
Blood pressure, 100/70 mm. Hg.; pulse rate, 
108, temperature, 37.2 C (99F). Hepatomegaly 
and splenomegaly. The hemogram showed intense 
hypochromic anemia, microcytosis, leucopenia, shift 
to the left, toxic granules in neutrophiles, and 
eosinophilia. Urine: 200 mg. of protein per liter, 
scarce granular casts, and few degenerated leu- 
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cocytes. Wassermann test, negative. Other clin- 
ical laboratory examinations were made, but they 
are irrelevant for study of the exanthema. 

Course.—Skin lesions developed to scabs, which 
when removed left a deep pit. Scabs had disap- 
peared by the 22d. day after beginning of the 
exanthema. The patient was then removed to an- 
other ward. The other complaints were unaltered 
by this time. 

Virus Laboratory Examinations—The roof and 
content of one vesicle from the right thigh, of one 
vesicle from the left thigh, of one pustule from 
the left arm, and of one pustule from the left 
thigh were collected separately, The liquid and 
solid materials from each sample were suspended 
together in 0.5 ml. of broth and later ground in 
a mortar, and then 0.5 ml: of broth was added. 
All inocula were treated with penicillin and strep- 
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Fig. 2—The chromatin 
reticulum is missing in 
the nuclei of cells from 
the epidermis. The chro- 
matin has deposited along 
the nuclear membrane, 
which stains _—_ deeply. 
Nucleoli are also miss- 
ing. The clear masses 
occupying the nuclei are 
eosinophilic or slightly 
polychromatophilic inclu- 
sion bodies. Neutrophiles 
are abundant in the. per- 
ivascular infiltrate. 


tomycin* and stored at —25-C until inoculation. 
Each of the four samples was inoculated four 
times onto the chorioallantois of embryonated hen 
eggs. Every time three 12-day-old eggs were used 
for each inoculum. In addition, each of the two 
inocula collected from vesicles was passaged 
serially four times. The standard Burnet’s tech- 
nique was employed. After three days of incuba- 
tion at 37 C, eggs were opened for examination 
of the chorioallantoic membranes. All inocula- 
tions yielded negative results. 

Two vesicles from the thigh of the patient were 
excised and fixed in Helly’s fluid. Sections stained 
with hematoxylin and eosin showed one large and 
a few small intraepidermic vesicles. At the peri- 
phery of the large vesicle (Fig. 1), ballooning 
degeneration was very conspicuous. Reticular de- 


Fig. ‘1.—A section from 
one biopsy specimen, 
showing a large vesicle 
and two small ones. The 
splitting of the Malpigh- 
ian layer is apparent. 


. 











generation was noticed in some areas of the vesicle 
roof. There was intercellular edema in the Mal- 
pighian layer, which forced part of the latter to the 
surface (Fig. 1). This process was prominent even 
in small vesicles. 

In the periphery of the large vesicle as well as 
in the septa inside this vesicle, most epithelial cells 


showed nuclei with margination of chromatin 
and disappearance of nucleoli (Fig. 2). These 
nuclei frequently showed eosinophilic or slightly 
polychromatophilic inclusion bodies which occupied 
the whole nucleus (Fig. 2). The same changes 
could be observed in the nuclei from the numerous 
multinucleated giant cells present (Fig. 3). Only 
in a very few cells which showed reticular de- 
generation were intracytoplasmic inclusion bodies 
noticed. 

The large vesicle contained a small amount of an 
apparently albuminous exudate which coagulated, 
forming strands (Fig. 1). A fibrin-like reticulum 
was at times seen in these strands. Leucocytes 
were most rarely found inside this vesicle. Epi- 
thelial cells and giant cells shed from the roof 
and floor of the vesicle were rather abundant. In 
the small vesicles, the histologic and cytologic 
picture was similar to that of the larger one or 
showed only discrete ballooning degeneration, 
scarce intranuclear inclusion bodies, and scanty 
or no multinucleated giant cells. Reticular de- 
generation was inconspicuous in these small vesi- 
cles. 

Pigment was rather abundant. At times, it was 
also found in the upper cell rows of the Mal- 
pighian layer and in the cytoplasm of giant cells. 
There was edema in the chorium and in the sub- 
cutaneous tissue. Chorium vessels were dilated, 


and their walls frequently showed necrosis. There 
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Fig. 3.—The arrows 
point toward multinu- 
cleated giant cells (G.C_). 
The giant cell in the 
upper level shows a large 
central vacuole, where 
several nuclei with slight- 
ly polychromatophilic in- 
clusion bodies may be 
seen. All nuclei in this 
field contain inclusion 
bodies. There is margina- 
tion of chromatin and 
absence of nucleoli. 


also was perivascular infiltration of neutrophiles 
and slight hemorrhages. In rare instances, there 
was proliferation of the walls of the small vessels 
as shown by abundant bulging cells. In the latter, 
margination of chromatin with disappearance of 
its reticulum was rather frequent. Some of these 
cells showed intranuclear inclusion bodies. 


Comment 


The following characteristics of the typ- 
ical chicken-pox rash were missing: varia- 
bility in size of the area of erythema which 
surrounds vesicles, irregularity of outlines 
of this area, involvement of the axilla apex, 
presence of all stages of development and 
variability in size of the lesions found on a 
given body region, fast maturation rate, 
centripetal distribution, and variable shape 
of lesions. These missing characteristics are 
precisely those needed in a differential diag- 
nosis of variola and vaccinia. In addition, 
the patient had not been in known contact 
with a case of varicella but with one of 
smallpox. It should be mentioned that con- 
tact with the latter occurred 42 days before 
the rash started. 

The two tentative diagnoses advanced on 
clinical grounds were varioloid and gen- 
eralized vaccinia. Varicella was not con- 
sidered as a diagnostic possibility because 
of the clinical picture. Generalized vaccinia 
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was considered on account of the striking 
appearance of some lesions and the recent 
date of vaccination. The diagnoses of 
varioloid and generalized vaccinia were dis- 
carded in view of the negative results of 
numerous chick embryo inoculations, espe- 
cially because of the marked susceptibility 
of the chorioallantois to these viruses.* 
These results received support from the 
“take” of the anti-smallpox vaccination 
made 42 days before the rash started. 

The microscopic examination of the 
biopsy specimens showed the typical his- 
tologic and cytologic picture common to 
varicella and herpes zoster and sometimes to 
herpes simplex also. A diagnosis of herpes 
simplex can be discarded because of the 
negative results of inoculations onto the 
chorioallantois and because of the clin- 
ical data. The latter did not depict 
crops of vesicles at the locations char- 
acteristic of herpes simplex, nor was there 
history of previous recurrent attacks of 
herpetic lesions. Herpes zoster can also 
be discarded on account of the clinical data. 
Neither the characteristic symptoms nor the 
typical nerve path distribution of skin 
lesions was present. Even in disseminated 
herpes zoster (zoster generalisatus seu 
varicellosus), the primary crop of vesicles 
follows a nerve path. By elimination, the 
diagnosis of chicken pox is reached. It 
should be emphasized that the histologic and 
cytologic picture observed fits exactly the 
classical description of varicella vesicle his- 
topathology made by Tyzzer® as well as 
its redescription by Johnson ® and the recent 
review of this subject by McNair Scott and 
associates.’ This pathological finding is sup- 
ported by the clinical data just mentioned 
and by the negative results of chick embryo 
inoculations. According to Burnet and 
Lush,* Buddingh,? and Irons and _ asso- 
ciates,° the varicella virus does not grow 
on the chorioallantois. Further support is 
found in the “take” of the antismallpox 
vaccination, which, as said before, had been 
made 42 days before the rash started. Full 


* References 3 and 4. 





resistance to smallpox and vaccinia probably 
existed already at the time of appearance of 
the exanthema. 

The significance of the diagnostic con- 
clusions may be ascertained from the fact 
that approximately one-fifth of the lesions 
were sampled for laboratory examination. 
Four separate samples were employed in 
chick embryo inoculations, and two other 
lesions were examined microscopically. The 
possibility of a dual infection such as 
varicella and variola or varicella and vac- 
cinia is, from the standpoint of diagnostic 
laboratory practices, thus eliminated. 

Just before the rash reported here, there 
had appeared pruriginous  urticariform 
lesions which probably were nonspecific 
lesions of Hodgkin’s disease. As was said 
before, the patient was suffering from that 
disease on admission to the hospital, 68 
days before the rash started. This diagnosis 
was confirmed by a biopsy of a lymph 
gland. In the rash itself there were no 
tumors, nodules, macules, eczematous 
patches, or generalized exfoliative derma- 
titis which might correspond to Hodgkin’s 
disease lesions. Furthermore, vesicles and 
pustules are not characteristics of the latter 
disease. The microscopic picture did not 
correspond to lesions of Hodgkin’s disease 
either. Instead of proliferative lesions com- 
posed of nonepithelial cells, there was a 
typical degenerative process of the epithelial 
layers of skin with relatively slight changes 
in the chorium. The latter changes were not 
granulomatous or neoplastic either, but 
showed the characteristics of acute processes 
instead. 

The relatively frequent association of 
herpes zoster, particularly disseminated 
herpes zoster, and Hodgkin’s disease has 
repeatedly been reported.4! In this regard, 
the close relationships between herpes zoster 
and varicella should be pointed out. For 
many authors, these diseases are identical. 

The microscopic picture observed does 
not afford ground for the hypothesis that 
the atypical macroscopic appearance of 
these varicella lesions might be due to the 
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coexistence of Hodgkin’s disease. Besides, 
the existence of variola-like lesions in 
varicella cases was reported as early as 1903 
by Schamberg.!? In these cases, however, 
there was an extensive rash of varicella 
lesions, among which only some lesions 
looked identical to those of smallpox. Two 
of us (J.J. A. and L. F.S-G.) recently ex- 
amined a typical varicella case with about 
one dozen lesions identical with antismall- 
pox vaccination pustules. 

Baccaredda 18 reported two cases of what 
he called varioliform varicella because these 
cases exhibited severe rashes which covered 
the whole body and showed marked pustula- 
tion. Besides, the patients were adults. The 
clinical picture described in the present 
paper, aside from mildness, showed few 
discrete lesions which individually resem- 
bled either typical vaccinia pustules or 
variola vesicles. Wanklyn‘* described a 
case of chicken pox simulating smallpox. 
This resemblance existed only on first 
glance examination, since distribution, mat- 
uration rate, and morphology of lesions 
undoubtedly were, according to Wanklyn 
himself, those of chicken pox. Ronaldson 
and Kelleher,!® reporting on atypical forms 
of varicella, described an abortive form 
characterized by an arrest of the normal 
development of lesions which would not 
progress beyond the papular or vesicular 
stage. This is not the case with the lesions 
reported here, which followed a normal 
course and resembled typical smallpox and 
vaccinia lesions. 


Summary and Conclusions 

One case of atypical form of chicken pox 
with varioloid-like rash is reported. A 
young man, vaccinated against smallpox 46 
days previously, exhibited less than three 
dozen discrete vesicles and pustules scat- 
tered on the legs, arms, buttocks, and 
shoulders, as well as one vesicle on the 
neck. Neither distribution nor individual 
characteristics of lesions were those of 
typical chicken pox. Most vesicles resem- 
bled typical smallpox vesicles, while a few 
pustules were identical with the umbilicated 
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pustules seen in antismallpox vaccination 
and generalized vaccinia. 

Two biopsies of vesicles showed the clas- 
sical histologic and cytologic picture of 
typical chicken-pox vesicles. This labor- 
atory diagnosis was supported by the neg- 
ative results of repeated inoculations onto 
the chick embryo chorioallantois with four 
samples of lesions, the recent successful 
antismallpox vaceination, and by clinical 
data. The latter did not support a diagnosis 
of herpes zoster or of herpes simplex. 
There was no macroscopic or microscopic 
evidence that the lesions observed cor- 
responded to nonspecific or specific lesions 
of Hodgkin’s disease, from which the pa- 
tient was suffering before the rash started. 


The case reported here constitutes a 
documented example of (a) a hitherto un- 
reported atypical form of chicken pox with 
varioloid-like rash, (b) variability in appear- 
ance of chicken-pox lesions, and (c) the 
occasional finding of varicella cases with 
rash composed of lesions closely resembling 
or even identical with typical variola and 
vaccinia lesions. The implications of these 
and other findings in the clinical diagnosis 
of varicella, varioloid, and similar rashes 
will be the subject of another communica- 
tion. 

Dr. E. Pimenta de Campos furnished the photo- 
graphic illustrations, and Dr. Sebastifo de A. P. 


Sampaio made biopsies and furnished stained 
sections. 
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Descriptions of complications of mol- 
luscum contagiosum have usually been con- 
cerned with infection beneath the lesions or 
an acute sterile inflammatory reaction. A 
review of the literature failed to reveal a 
description of an eczematous dermatitis 
occurring in an area surrounding one or 
more typical molluscum contagiosum lesions. 

In 95 consecutive cases of molluscum con- 
tagiosum. seen by us, there were 10 cases 
showing circumscribed areas of eczematiza- 
tion about the molluscum contagiosum pap- 
ules. This eczematous area was usually 
from 3 to 10 cm. in diameter and the border 
was sharply marginated (Figs. 1 and 2). 
The skin in the involved area was edema- 
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Fig. 1 (Case 10).— 
Eczematous reaction sur- 
rounding a  molluscum 
contagiosum papule. 


tous, brownish red, and covered with small 
superficial scales. No gross vesiculation was 
evident. The eczematous process subsided 
with, or shortly after, the disappearance of 
the molluscum contagiosum. In every in- 
stance the molluscum was present for some 
time before the surrounding eczematous re- 
action appeared. This interval varied from 
1 to 11 months. It is noteworthy that not 
all areas having molluscum lesions showed 
the eczematous reaction. In none of the 10 
cases was there a history of atopic eczema, 
and in all cases the eczematous reaction sub- 
sided within four weeks after successful 
treatment of the molluscum contagiosum 
lesions. Patients with atopic eczema in 
whom an isomorphic irritation effect could 
be implicated were excluded from this 
series. The pertinent clinical features of 


these 10 cases are summarized in the Table. 
The possibility that a contact dermatitis 
from local therapy caused the eczematous 
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Fig. 2B.—Site at edge 
of eczematous reaction 
showing spongiosis, edema 
of dermis, and perivascu- 
lar infiltration; reduced 
slightly from mag. < 95. 


reaction can be excluded on the following 
basis: (a) in nine patients no local therapy 
had been used prior to the development of 
the eczematous phenomenon; (b) in the one 
patient having had local therapy the eruption 
did not appear in all areas receiving topical 
medication. 


Comment 


Studies regarding immunologic or sensi- 
tivity reactions to the virus of molluscum 
contagiosum have not been extensive. 
Leber * found negative complement-fixation 
tests in seven patients having molluscum 


MOLLUSCUM CONTAGIOSUM — ECZEMATOUS REACTION 


Fig. 2A (Case 10).— 
Photomicrograph show- 
ing inflammatory reaction 
surrounding molluscum 
contagiosum lesion, re- 
duced slightly from mag. 
X 30. 





contagiosum. Brain® found positive com- 
plement-fixation tests in two of si. patients 
having molluscum contagiosum. 

Van Rooyen ® and Brain ® were unable to 
agglutinate suspensions of molluscum con- 
tagiosum elementary bodies with the serum 
of patients having the disease. 

Leber * performed skin tests with alco- 
holic and saline extracts of molluscum 
lesions. He found negative reactions in 7 
cases of molluscum contagiosum, but 8 of 
12 normal controls gave positive reactions. 
He hypothesized that the positive reactions 
might have been due to a soluble toxin. 
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MOLLUSCUM CONTAGIOSUM — ECZEMATOUS REACTION 


Cavara? described follicular conjuncti- 
vitis occurring in patients haying molluscum 
contagiosum of the eyelids. He was unable 
to reproduce the conjunctivitis by instilla- 
tion of a molluscum suspension. 

An inflammatory reaction at the site of 
inoculation has been described in reports 
on inoculation experiments.* Pinkus ® in- 
oculated three persons with a suspension of 
molluscum contagiosum. None developed 
molluscum contagiosum lesions, but all three 
developed an acute inflammatory reaction. 

Wile and Kingery® inoculated two per- 
sons intracutaneously with a suspension of 
molluscum contagiosum. In each subject an 
inflammatory reaction appeared prior to the 
development of molluscum contagiosum. 

In brief, there has been no evidence of 
any consistent humoral immunity develop- 
ing in molluscum contagiosum infections as 
tested by complement fixation + or aggluti- 
nation experiments.® Inflammatory reactions 
at the site of experimental inoculation have 
been described by Pinkus*® in cases which 
did not develop lesions, and by Wile and 
Kingery ® preceding the development of 
molluscum contagiosum lesions. Leber,‘ 
using extracts of molluscum lesions, was 
able to produce skin-test reactions of the 


‘tuberculin type in 8 of 12 uninfected sub- 


jects but in none of the 7 infected subjects. 
The only recorded clinical observation 
which has come to our attention resembling 
the phenomenon described in this paper is 


that of follicular conjunctivitis developing - 


in areas adjacent to molluscum lesions on 
the eyelids.t 

The most likely explanation is that the 
localized eczematous reaction we have de- 
scribed is due to a local sensitization to the 
molluscum contagiosum elementary bodies 
(or a soluble product of their metabolism). 
It is apparent that this sensitization occurs 
only in a minority of cases of molluscum 
contagiosum. Furthermore, persons show- 
ing this phenomenon do not have an eczem- 


* References 4, 8, and 9. 


+ References 4 and 5. 
t References 7 and 10. 


atous reaction around all of the molluscum 
contagiosum lesions. It is suggested by these 
observations that any attempt to demon- 
strate this type of sensitization would re- 
quire the use of two antigens—(a) washed 
elementary bodies which have been inacti- 
vated and (b) the supernatant filtrate. 
Owing to the apparent temporary nature 
and localization of the sensitization, it 
would be advisable to do the skin testing 
(a) at the time the phenomenon is present 
and (0) at sites both adjacent to and remote 
from the eczematous area. 


Summary and Conclusion 


Ninety-five consecutive cases of mollus- 
cum contagiosum were reviewed. 

In 10 of these cases, a localized eczema- 
tous reaction was observed surrounding one 
or more of the molluscum contagiosum le- 
sions. 

This reaction appeared 1 to 11 months 
after the appearance of the molluscum 
contagiosum. 

The eczematous reaction subsided in one 
to three weeks after successful treatment of 
the molluscum contagiosum lesions. 

It is suggested that this reaction may be 
due to local sensitization to molluscum con- 
tagiosum elementary bodies or soluble prod- 
ucts of their metabolism. 


10515 Carnegie Ave. (6) 
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GEORGE HENRY FOX 


GeorGE HENRY Fox (1846-1937) was a founder, 
president, and honorary president of. the American 
Dermatological Association. His “Photographic 
Illustrations of Skin Diseases,” and “Skin Dis- 
eases in Children” were valuable early contribu- 
tions to the spread of dermatological knowledge. 
He described match-box dermatitis and, with For- 
dyce, the chronic itching papular eruption of 
axillae and pubes (Fox-Fordyce disease). He was 
the father of Howard Fox, past editor of the 
ARCHIVES. 
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Special Reference to Trichophyton Tonsurans 
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In recent years an increase in the in- 
cidence of tinea capitis due to Trichophyton 
tonsurans has been reported from several 
parts of the United States. Apparently 
endemic in Mexico, where it causes almost 
90% of all cases of tinea capitis,1 the 
fungus has a high incidence in Texas? 
and is gradually spreading to the Pacific 
Southwest,’ the Eastern Seaboard,* and 
the Middle West.® The first case of tinea 
capitis due to T. tonsurans in Maryland 
was recently described by Sullivan and 
Wood.® 

As regards New: York City, Reiss‘ re- 
ported 44 cases of T. tonsurans infection of 


Submitted for publication Nov. 28, 1955. 

From the Department of Dermatology and 
Syphilology, New York University Post-Graduate 
Medical School (Dr. Marion B. Sulzberger, Chair- 
man), and the Skin and Cancer Unit of New 
York University Hospital. 


of nee Capitis 


the scalp, glabrous skin, or both, seen at 
Bellevue Hospital during the six-year pe- 
riod July 1947-July 1953. 

In view of these reports, it seemed worth 
while to examine our records for the last 
20 years, in order to obtain exact figures 
concerning the incidence of T. tonsurans 
infection among the patients seen in the 
Mycology Section of the New York Skin 
and Cancer Unit during that time. In- 
cluded in the figures given below are those 
previously published by Montgomery, Hein- 
lein, and Karpluk ® for the years 1935-1941. 

Since most of the authors cited describe 
in detail the clinical symptoms, as well as 
the macroscopic and microscopic morphol- 
ogy of the fungus and its appearance in 
the lesions, these descriptions will not be 
repeated here. 

The majority of our cases presented the 
typical clinical picture of “black dot ring- 
worm.” An exceptional case with multiple 
kerion formation has been reported else- 
where.® 


Etiology and Incidence of Tinea Capitis, New York Skin and Cancer Unit, 1935-1955 











Total Total 

Year M. audoini M. canis T.tonsurans T.schoenleini T.violaceum M.gypseum Tinea Patients 
Capitis* in Section 
1935 26 1 9 6 0 75 4007 
1936 37 34 2 8 5 1 88 3970 
1937 21 35 3 0 7 2 68 4188 
1938 43 36 0 1 5 0 85 3034 
1939 22 24 0 5 2 1 54 3472 
1940 29 24 0 1 0 0 54 4000 
1941 53 28 1 5 2 0 89 3511 
1942 65 1 5 2 0 99 3632 
1943 489 55 1 0 2 2 549 3547 
1944 63 1 2 2 0 433 3555 
1945 421 65 0 1 0 1 488 3634 
1946 502 80 1 0 2 1 586 4078 
1947 455 2 2 3 0 515 4497 
1948 255 86 (1)t 3 M 0 4 (1) 350 4480 
1949 237 3 (3) 0 1 1 317 4262 
1950 220 1 0 2 1 2 316 32382 
1951 102 41 (5) 1 0 0 (2) 144 3141 
1952 123 (3) 24 (2) 8 (2) 3 1 3 163 2769 
1953 108 (9) 23 (8) 1 0 1 3 (4) 136 2857 
1954 169 (9) 38 (5) 2 (1) 3 0 1 228 2878 
1955 48 9 (2) 4 (2) 0 0 0 61 777 
(Jan.-A pril) 








. In addition to the fungi listed here, Trichophyton verrucosum was isolated once (1952), and T. mentagrophytes, twice (1936 
and 1948). 
t Figures in parentheses denote isolations from the glabrous skin. 
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Per Cent Incidence of Tinea Capitis, New York Skin and Cancer Unit, 1935 - 1955 
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Our data include the years 1935-1954 and 
the first four months of 1955. The Table 
shows the absolute incidence of each fungus 
isolated yearly and the number of patients 
seen in the Mycology Section of our Clinic 
during that year. 

The graph shows the incidence of the pre- 
dominant organism for each year per 100 
cases of tinea capitis. 

In no instance was T. tonsurans isolated 
from an adult. The patients from whom 
the organism was obtained were for the 
most part white boys from middle-income 
groups, aged 3 to 13 years, who had never 
left the New York area. In one case the 
patient had apparently contracted the dis- 
ease during a visit to Puerto Rico. One 
patient, a Negro boy of 8 years, had visited 
North Carolina, and another, aged 11, had 
moved to New York from Chicago. 


Conclusions 
Our data show that, as far as our clinic 
is concerned, Microsporum audouini is still 
the most pressing public health problem 
among our patients, accounting for about 
80% of all cases of tinea capitis seen. 
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shi 1940 


Numerically, the incidence of tinea capitis 
has decreased since the epidemic years 
1943-1946 but has remained higher than 
during the preepidemic years 1935-1942. 

As regards T. tonsurans, our data would 
indicate that infections due to this fungus 
have always existed in our area and that 
its incidence has not noticeably increased, 
at least among the patients who frequent 
our clinic. We may add that, in view of 
the reports of the increased incidence of 
this fungus in other areas, we are careful 
to screen mycologically every case diag- 
nosed as alopecia areata. However, even 
special vigilance has failed to reveal cases 
of “tinea tonsurans” which might otherwise 
have gone undetected. Since the conclusion 
of the present report, during the period of 
May to November, 1955, only three addi- 
tional cases of T. tonsurans infection were 
seen in our section. In two of these, affect- 
ing two brothers, the nuchal area was in- 
volved. The third case presented eruptions 
on the glabrous skin, with involvement of 
the lanugo hair. 
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Summary 


Microsporum audouini has been the pre- 
dominant etiologic agent of tinea capitis 
during the last 20 years; Trichophyton 
tonsurans has been isolated sporadically, 
and no significant increase in its incidence 
has been noted during the same period. 
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Much concentrated effort in research has 
been made in the past decade as to the 
etiology, pathology, and treatment of local- 
ized pretibial myxedema. Progress in the 
understanding of this condition, except that 
of therapy, has been encouraging. The 
association of exophthalmos and localized 
myxedema has been noted by many au- 
thors,* and there would seem to be a com- 
mon etiology. 

The present concept is that this disease 
is not due to thyroid dysfunction but rather 
due to a disturbance of the pituitary-thyroid 
relationship. In hyperthyroidism, the thy- 
roid-stimulating hormone of the anterior 
pituitary (TSH) is increased, and after 
thyroidectomy the TSH factor is no longer 
inactivated by thyroxin or some unknown 
factor of the thyroid.t This factor of the 
anterior pituitary then continues, producing 
exophthalmos and/or pretibial myxedema. 
Lately a hormone has been isolated from 
the anterior pituitary gland which will cause 
exophthalmos.t 

General therapy has consisted of the ad- 
ministration of high dosages of thyroid, 
iodine, or cortisone and x-ray therapy di- 


Submitted for publication Dec. 21, 1955. 

From the Department of Dermatology, Mon- 
treal General Hospital. 

* Rosman, D., in discussion on Underwood and 
Green.’ 

+ Fisher, L., in discussion on Underwood and 
Green.* 

¢ Johnson, S. A. M., in discussion on Cornbleet 
and others.’ 
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Hydrocortisone in the _ hcstsiont of 


rected to the pituitary. This therapy, 
aimed at a diminished output of the pitui- 
tary hormone, has met with slight success 
in controlling the exophthalmos. Crossland 
states that radiation to the pituitary may 
be of “questionable benefit” to the patient 
with localized myxedema and. may be 
dangerous. || 

Local therapy has included such measures 
as supportive treatment and injections of 
hyaluronidase into the lesions. The latter 
causes softening of the lesions, but these 
recur shortly after therapy is discon- 
tinued. We have been looking for some 
preparations that might have a_ lasting 
effect. With the advent of hydrocortisone 
and its effect on connective tissue elements, 
we were eager to try this approach. Re- 
cently, two cases came to our attention, and 
an attempt has been made to evaluate the 
use of local injections of hydrocortisone 
into lesions of localized myxedema. 

In our two cases, the lesions, prior to 
treatment, caused sufficient discomfort to 
preclude the patients’ continuing their nor- 
mal occupations. With this in mind, the 
use of local injections of hydrocortisone 
seemed justifiable on an experimental basis. 


Report of Cases 


Case 1—A white woman, aged 43, of French- 
Canadian origin, was first seen in the surgical 
department of the Montreal General Hospital in 
1948 because of thyrotoxicosis with exophthalmos. 
Basal metabolic rate at this time was + 56%. 
No skin lesions were noted at this time. The pa- 
tient elected to have a subtotal thyroidectomy at 
another hospital, and this was done in 1948. 


§ Rothman, S., in discussion on Cornbleet and 
others.? 

|| Crossland, P., in discussion on Shumate.® 

{| Reference 4 and Rosman, D., in discussion on 
Underwood and Green.’ 
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HYDROCORTISONE IN LOCALIZED MYXEDEMA . 


The patient returned again to the surgical de- 
partment of the Montreal General Hospital in 
1949, because of recurrence of symptoms of hyper- 
thyroidism. The basal metabolic rate at that time 
was + 44%. A second thyroidectomy was _per- 
formed. The pathologic report was “hypertrophic 
nodular adenoid goiter.” At this time an examina- 
tion revealed that this patient showed bilateral 
nodules over the lower third of the tibia. After a 
dermatological consultation, a diagnosis of local- 
ized myxedema was made and confirmed by biopsy. 

This patient was not seen again until November, 
1954, when she was admitted to the surgical service 
because of “a tumor on the dorsum of the left 
foot.” Examination at this time revealed a large 
elevated tumor on the dorsum of the right foot, 
extending from the metatarsal-phalangeal joints to 
the ankle joint. The areas that were spared in- 
cluded the toes, heels, and medial and lateral as- 
pect of the right foot. This tumor was 14 by 11 
cm. and approximately 1.5 cm. in depth. The 
tumor was sharply demarcated and was firm, waxy, 
and yellowish, and it presented dilated follicular 
orifices, giving the typical “pig-skin” appearance. 
The patient recalled that this lesion appeared in 
1952. 

Examination revealed exophthalmos—with a base 
line of 101—OD 13 mm. and OS 13 mm. Basal 
metabolic rate was —24; blood cholesterol, 204 mg. 
per 100 cc.; radioactive iodine uptake was 
8.4% in 24 hours. This was considered compatible 
with hypothyroidism or iodine effect. 

The nodules on the anterior aspect of the lower 
third of the left tibia were much smaller than 
previously. This complies with reports that local- 
ized myxedema may involute spontaneously. 

In view of the previous observation that hyalu- 
ronidase injected locally into the lesion caused 
softening but recurrence,‘ further observations on 
the use of hyaluronidase were considered. 

Accordingly, the lesion was outlined with 
methylrosaniline chloride (gentian violet) and di- 
vided into, separate regions. Into one area a solu- 
tion of 500 viscosity units of hyaluronidase with 
1 cc. saline was injected locally. This produced 
softening of the lesion, but the lesion recurred 
within 24 hours after treatment. A control area 
treated with 1 cc. normal saline revealed no 
changes. 

Hydrocortisone, 25 mg., was then injected into 
another area. This area showed marked softening 
and involution, which continued for a period of 
14 days. This site was not further treated, and a 
Separate site was selected to evaluate the combined 
action of local hydrocortisone with 500 viscosity 
units of hyaluronidase. Again an area of involu- 
tion appeared, and, because hyaluronidase had no 
lasting effects, it was assumed that involution was 
due to hydrocortisone injected locally. Therefore, 
it was decided to treat all of the tumor with local 


injections of hydrocortisone, 25 mg., two to three 
times weekly. 

This routine with hydrocortisone was continued 
over a period of six months. It was noted that 
this lesion was involuting. The patient had im- 
proved so substantially that she was able to walk 
comfortably in her own shoes, which she had not 
been able to do prior to treatment. 

Biopsies following treatment failed to show any 
feature of localized myxedema, which was typical 
in the pretreatment specimen. 

Case 2—A white man of 48 years, a hospital 
orderly, was seen in Toronto in 1942 and was 
diagnosed as having thyrotoxicosis. He was 
treated with radioactive iodine with apparently 
good results until February, 1953, when all his 
previous symptoms recurred. In the meantime he 
had continued his duties as an orderly. He was 
again treated with radioactive iodine, with good 
results. In June, 1953, the patient noticed the 
development of exophthalmos, predominantly of 
the left eye. In August, 1953, nodose lesions ap- 
peared over the anterior surface of both tibiae. 
This was diagnosed as localized pretibial myxe- 
dema, and no treatment was advised. 

He appeared at the Montreal General Hospital in 
1954, being fearful of recurrence of thyrotoxi- 
cosis. His main complaints were nervousness, in- 
somnia, weakness, and easy fatigue. Examination 
then revealed left-sided exophthalmos, tremor of 
the hands, and multiple erythematous nodular non- 
pitting lesions of the anterior surfaces of both 
tibiae with dilated pilosebaceous orifices and re- 
sembling the so-called “pig-skin” appearance of 
localized pretibial myxedema. Biopsy confirmed 
this diagnosis. 

At the time of admission to hospital, his fasting 
blood sugar was 175 mg. per 100 cc. the basal 
metabolic rate was + 2%, and the blood choles- 
terol was 191 mg. per 100 cc. 

X-ray therapy, consisting of 1800 r, was admin- 
istered to the pituitary from April 12, 1955, for a 
two-week period aimed at diminishing the output 
of the anterior pituitary gland and possibly im- 
proving the exophthalmos. -No effect was noted 
upon either the exophthalmos or the pretibial 
myxedema. 

As this patient showed separate nodules of local- 
ized pretibial myxedema, some were treated with 
local injections of 25 mg. of hydrocortisone, others 
with 500 viscosity units of hyaluronidase, and some 
with isotonic saline as a control. After a period 
of two weeks, there was no appreciable improve- 
ment in any of the lesions. However, when a 
combination of 25 mg. of hydrocortisone and 500 
viscosity units of hyaluronidase was injected into 
the lesions, involution was noted, and to date’ the 
result has been excellent. 

These injections of hydrocortisone and hyalu- 
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ronidase have been continued weekly into the 
lesions of one leg over a period of the past six 
months. The treated lesions show slight erythema 
but no clinical evidence of localized pretibial 
myxedema. The untreated leg still shows the same 
characteristic picture, which suggests that hydro- 
cortisone acted locally. There has been no change 
in the exophthalmos, thus suggesting that in this 
case x-ray therapy to the pituitary. was of no value 
in the treatment of exophthalmos or localized 
myxedema. 


Comments 


The local injection of hydrocortisone into 
lesions of localized pretibial myxedema 
appears to be of definite value. The addi- 
tion of hyaluronidase may be necessary to 
achieve a therapeutic effect in some cases. 

Thus the first case was treated with local 
injections of hydrocortisone, 25 mg. one to 
two times weekly, with remarkable results. 
The second case did not respond until the 
addition of 500 viscosity units of hyaluroni- 
dase with 25 mg. of hydrocortisone injected 
locally into the lesions. In Case 2, x-ray 
therapy, which had been administered to 
the pituitary gland because of the marked 
exophthalmos, has had no effect upon the 
localized pretibial myxedema or the ex- 
ophthalmos to date. 

The use of local injections of hyaluroni- 
dase in the treatment of exophthalmos has 
been recently reported.5 These authors re- 
port one case in which hyaluronidase was 
injected into an “oedematous conjunctiva” 
with good results. This was followed with 
injections of hyaluronidase into the orbit. 
The improvement is reported to have been 
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rapid, and the condition has not recurred 
after a period of 11 months. 

This report coupled with our own results 
in the associated pretibial myxedema may 
warrant further study of the uses of 
hyaluronidase in the treatment of “malig- 
nant exophthalmos.” 


Summary and Conclusions 


Hyaluronidase, injected locally, causes 
temporary softening of the lesions of pre- 
tibial myxedema but does not cause their 
disappearance. 

Hydrocortisone injected locally into the 
lesions may cause involution of these lesions. 

In some cases, the combination of 
hyaluronidase and hydrocortisone (injected 
locally) may be necessary. 

In one case, x-irradiation of the pituitary 
has been of no value in the treatment of 
the exophthalmos or of localized pretibial 
myxedema to date. 
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Foreword 

This study was initiated in 1943 through 
a committee of the Office of Scientific Re- 
search and Development and was supported 
by contracts through the Committee on Med- 
ical Research. From January, 1946, through 
June, 1950, support to the various cooper- 
ating clinics was available through grants- 
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Public Health Service, Washington, D. C. 
Expanded reprints of these papers are available 
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gram, Division of Special Health Services, Public 
Health Service, U. S. Department of Health, Edu- 
cation, and Welfare, Washington 25, D. C. 
Johns Hopkins Hospital (Dr. Hahn); Medi- 
cal Director, U. S. Public Health Service (Dr. Cut- 
ler) ; University of Michigan (Dr. Curtis) ; Uni- 
versity of Pennsylvania (Drs. Gammon and 
Stokes) ; Emory University School of Medicine 
(Dr. Heyman) ; Hot Springs Medical Center (Dr. 


. Johnwick) ; Boston Psychopathic Hospital (Drs. 


Solomon and Timberlake) ; Bellevue Hospital (Dr. 
Thomas); New York Hospital (Dr. Webster) ; 
Statistician, U. S. Public Health Service (Mrs. 
Gleeson). 


in-aid from .the Research Grants and 
Fellowship Division of the National Insti- 
tutes of Health. Support for the last years 
of the study came through the Division of 
Venereal Disease (now, Venereal Disease 
Program, Division of Special Health Serv- 
ices) of the Public Health Service. 

As is essential in any medical study of 
this magnitude, covering such a long period 
of time, the professional activities of nu- 
merous persons have been utilized. Diag- 
nosis and treatment of the patient, medical 
care and observation, laboratory studies, 
follow-up activities, and, finally,the skilled 
abstracting of records have been the respon- 
sibilities of many different resident and staff 
members. Regrettably, it is not possible to 
name individually all of those who have 
assisted, anonymously but essentially. 


Guidance and advice of a committee of 
responsible investigators and free availabil- 
ity of clinical material under control of 
these committee members are essential and 
fundamental to successful conclusion of the 
study. In addition to the authors of this 
report, the Cooperative Clinical Group has 
included the following members : 

From Bellevue Hospital—Dr. Bernhard ~ 
Dattner (deceased) and Dr. Simeon E. 
Landy; Boston Psychopathic Hospital—Dr. 
Augustus Rose and Dr. Vincent P. Perlo; 
Johns Hopkins Hospital—Dr. J. E. Moore; 
St. Elizabeths Hospital—Dr. George Weick- 
hardt; University of Pennsylvania—Dr. 
Norman R. Ingraham Jr.; Venereal Disease 
Program, Division of Special Health Serv- 
ices—Dr. Theodore J. Bauer, Dr. James K. 
Shafer, Dr. Clarence A. Smith, Albert P. 
Iskrant, and James F. Donohue. 
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‘ Introduction 


In this and succeeding reports there will 
be presented the findings of a cooperative 
clinical group (CCG) study designed to 
elicit definitive answers with respect to the 
clinical, serologic, and spinal fluid outcome 
of penicillin treatment for central nervous 
system (CNS) syphilis. The present report 
deals with the characteristics of patients 
with asymptomatic central nervous system 
syphilis and with the probability of progres- 
sion to symptomatic neurosyphilis following 
treatment with penicillin. 

Previous experience, first of the CCG 
studies in chemotherapy + and then of the 
cooperative program to evaluate the role of 
penicillin in early syphilis,? suggested the 
necessity for approaching the problems in- 
herent in evaluating the results of therapy 
for neurosyphilis through study of the ex- 
periences of those working in the neuro- 
syphilis field. It was realized, in view of 
the multiplicity of manifestations of CNS 
syphilis, that decisive information concern- 
ing the outcome of the disease after treat- 
ment could be obtained only through study 
of a large number of patients, through pool- 
ing of the experience of a number of large 
clinics in which u.agnostic and follow-up 
facilities were of a quality necessary to 
establish the validity of any results. 

It was further realized that it would be 
advantageous to conduct the study as a pro- 
spective one. It was obvious, however, that 
certain aspects would, of necessity, be retro- 
spective, since it was desirable to utilize the 
experience in treatment of patients prior 
_ to the onset of the study. Thus, the study 
became prospective from 1950 and retro- 
spective for the period prior to 1950. 


Method of Study 


The program began under the aegis of the 
United States Public Health Service. A committee 
representing each of the institutions submitting 
data planned the study and assumed responsibility 
for continued supervision. Research grants met 
the necessary expense. To provide for the uni- 
form coding of records at the various cooperating 
facilities, work sheets were drawn up which would 
enable the collection of sufficient and proper data. 
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To be able to pool information it was necessary, 
first, to decide upon definitions of the disease 
which would be studied; then, to determine how 
progress after treatment would be indicated; and, 
finally, to outline methods of assessing progress, 
clinically and in terms of laboratory findings. It 
was agreed that no patient would be included 
with disease of less than two years’ duration, 
so as to obviate consideration of the CNS involve- 
ment of primary and secondary syphilis, which has 
been shown to respond rapidly and completely to 
penicillin therapy. Asymptomatic CNS syphilis was 
diagnosed on the basis of the following data: 

1. Reactive spinal fluid, i.e., abnormalities in the 
spinal fluid test for syphilis, colloidal test, total 
protein, or cell count, or any combination con- 
sidered by the collaborating clinic as establishing 
the diagnosis of neurosyphilis. 

2. Absence of signs or symptoms of CNS syphi- 
lis determined on the basis of history and physical 
examination, including neurologic and ophthalmo- 
scopic examination. 

It was further agreed that the diagnosis given 
by each clinic would be the one utilized for study 
purposes. However, sufficient information is avail- 
able as to clinical and laboratory findings on which 
the diagnosis is based to compensate, if necessary, 
for differences in criteria between clinics. Com- 
parison between clinics can be made with respect 
to any given clinical or laboratory finding or com- 
plex of findings, thus overcoming any interclinic 
differences in diagnostic habits. 

The fixed point of reference with respect to 
time was the so-called “study treatment” date. 
This was the treatment episode which placed the 
patient in the study group. For some patients 
this was the first treatment given for neurosyphilis ; 
for others it represented penicillin given after 
previous chemotherapy or penicillin therapy which, 
in the consideration of the clinician, had not been 
sufficient, so that further treatment was thought 
necessary. Subsequent to “study treatment” numer- 
ous patients have been again given penicillin, some- 
times because it was felt that the process was 
progressing, or that biologic cure had not been 
attained. At other times additional penicillin was 
given in accordance with predetermined treatment 
schedules, or, occasionally, to allow studying the 
possible effect of larger doses on spinal fluid 
reversal. In some cases penicillin was given as 
treatment for intercurrent, unrelated illness. Ad- 
ministration of penicillin subsequent to study 
treatment was considered as an incident in follow- 
up and did not eliminate the patient from the 
study group. 

It was considered advisable to observe the pa- 
tient at 3, 6, and 12 months after study treatment 
and yearly thereafter. The status of. the patient 
described at a time nearest approximating the 
desired observation intervals was accepted as repre- 
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sentative of the condition of the patient at that 
time interval. If a patient observation took place 
at a stated interval following omission of a sched- 
uled observation, interpolations were made, when- 
ever possible, so as to make some data available 
for the period during which the patient was not 
observed. 


Composition and General Characteristics 
of Study Group 

In each tabulation the 765 patients, com- 
prised of contributions from each of the 
cooperating clinics, were first considered as 
a whole. Then the material was separated 
into two sub-groups: (a) those patients 
re-treated after study treatment for reasons 
other than neurosyphilis plus those patients 
re-treated for neurosyphilis and (6) those 
patients receiving no treatment after study 


ing, in a few instances, syphilitic cardiovas- 
cular disease. 

Duration of Disease—The duration of 
syphilitic infection could not be determined 
in 41% of the study group. Among those 
whose disease onset could be dated, 87% 
had had an infection of more than four 
years’ duration. It is noteworthy, with re- 
spect to the public health and preventive 
aspects of this problem, that only 12% of 
the patients had had any treatment during 
the primary or secondary stage. 

Previous Treatment.— Two hundred 
sixty-four (34.5%) of the study group 
were previously untreated. For the other 
members of the group it is evident that 
whatever previous treatment had been given 
had been inadequate to cure, so that the 


TABLE 1.—Composition of Study Group by Treatment Category and by Clinic 








Patients Re-Treated After Study Treatment 








Patients Patients 
Receiving Not Re-Treated For For 
Clinic Study After Study Any Neuro- 
Treatment tment Reason Syphilis 
Number Per Cent Number Per Cent Number Per Cent Number Per Cent 
All clinics 765 100.0 651 85.1 114 14.9 95 12.4 
Bellevue 60 100.0 53 88.3 7 11.7 7 11.7 
Boston Psychopathic 7 ame 5 cee 2 ape 1 abs 
Emory University 102 100.0 79 77.5 23 22.5 21 20.6 
Hot Springs 153 100.0 134 87.6 19 12.4 14 9.2 
Johns Hopkins 143 100.0 136 95.1 7 4.9 5 3.5 
New York Hospital 134 100.0 115 85.8 19 14.2 12 9.0 
University of Michigan 18 eae 15 ESS 3 eis 3 Sets 
University of Pennsylvania 148 100.0 114 77.0 34 23.0 32 21.6 





treatment (Table 1). In this manner it was 
possible to note any variation with respect 
to the behavior of the patient group by 
clinic and by presence or absence of ‘re- 
treatment. 

Age, Race, and Sex.—No significant dif- 
ferences were noted with respect to age, 
race, and sex distribution. 

Occupation and Work Status——No rela- 
tionship was discernible between occupation 
and work status and any of the other fac- 
tors studied. At the time of study treatment 
approximately 90% of the patients were 
working at their usual occupation, and none 
was in a mental institution as a result of 
neurosyphilis. Of the total group, 5% were 
working at simpler occupations than usual, 
or unable to work because of diseases and 
conditions other than neurosyphilis, includ- 


disease had progressed to the development 
of asymptomatic CNS syphilis. Considera- 
tion of the group with no previous treat- 
ment is of particular interest, for the 
effectiveness of a single course of penicillin 
uncomplicated by any type of previous 
therapy can thus be determined in a large 
group of patients. 

Amount and Type of Penicillin—In 
Table 2, the distribution of patients is given 
with respect to total dose of penicillin ad- 
ministered as study treatment. The small 
number given less than 2,400,000 units 
(4.4%) is noteworthy and may well reflect 
the fact that with incréasing availability of 
the drug there has been a general tendency 
to utilize relatively large doses for the treat- 
ment of neurosyphilis. There were no clear- 
cut trends observed which could be related 
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TABLE 2.—Composition of the Study Group by Treatment Category and by Amount of 
Penicillin Given at Study Treatment : 








Amount of Penicillin Given 








Less than 2,400,000- 4,800,000- 
Treatment 2,400,000 4,799,999 8,999,999 9,000,000 Unknown 
Category Total Units Units Units or More Amount 
Num- Per Num- Per Num- Per Num- Per Num- Per Num- Per 
ber Cent be Cent ber Cent ber Cent ber Cent ber Cent 
All patients 765 100.0 34 44 163 21.3 258 33.7 306 40.0 4 0.5 
Patients not re-treated after 
study treatment 651 100.0 24 3.7 125 19.2 221 33.9 278 42.7 3 0.5 
Patients re-treated for any 
reason 114 100.0 10 8.8 38 33.3 37 32.4 28 24.6 1 0.9 
Patients re-treated for neuro- 
syphilis 95 100.0 9 9.5 32s 33.7 31 32.6 23.2 1 1.0 








either to type of penicillin or to year of 
treatment. It is noted, however, that there 
seem to be higher rates of re-treatment for 
syphilis in the groups receiving aqueous 
penicillin or penicillin in oil and beeswax 
than in those receiving procaine penicillin. 

It is not possible to determine whether 
this represents superiority of the latter type, 
whether it reflects the fact that the tendency 
has been to give larger doses of penicillin 
as a result of greater availability and lower 
cost, whether it represents the effect of 
longer time to observe the penicillin in oil 
and beeswax and aqueous groups, whether 
it is due to the variable composition of 
earlier commercial penicillin? or whether it 
reflects the tendency to re-treat, as a pre- 
cautionary measure without regard to clin- 
ical or laboratory findings, the patient 
originally given a smaller dose. 

Herxheimer Reactions —Herxheimer re- 


actions were uncommon among those ob- 
served for this phenomenon. 


Probability of Progression to 
Symptomatic Neurosyphilis 


At the time of study treatment with peni- 
cillin, all of the 765 patients in this study 
were diagnosed as having neurosyphilis be- 
cause of an abnormal spinal fluid. In all, 
the neurologic examination, mental status, 
and ophthalmoscopic examination were re- 
corded as within normal limits. 

Table 3 gives the length of time patients 
were under observation. Approximately 
75% of the patients were observed for two 
years after treatment; 50%, for three 
years; and 25%, for five years. Twenty 
per cent were observed for more than five 
years. These observation periods, while not 
ideal, are considered adequate for estimat- 
ing prognosis with a satisfactory degree of 
reliability. Since patients constantly have 


TaBLe 3.—Length of Time Patients Were Under Observation After Penicillin Treatment 








Patients Treated Too 





Year After Patients Under Patients Lost from Recently to Be Patients Dead Total, 
Treatment Observation, % Observation, % Followed for Specified of Other Cause, % % 
Time Interval, % 
1 91.5 4.5 3.1 0.9 100 
2 75.4 9.3 14,1 1.2 100 
3 51.7 15.4 31.5 1.4 100 
4 37.2 - 19.6 41.6 1.6 100 
5 25.0 22.8 50.5 1.7 100 
6 14.7 24.7 58.8 1.8 100 
7 5.6 26.0 66.4 2.0 100 
8 0.5 26.0 71.4 2.1 100 
358 


UMI 














UMI 


PENICILLIN TREATMENT — NEUROSY PHILIS 


TaBLe 4.—Probability of Clinical Progression and Death 














Post-Treatment Under Died Lost During Progressed Probability Probability ery Probability 
Observation Observation During Period, Not During of Dying of Surviving of Not 
Period, Mo. at Beginning Period Progressed, Period During During Pecenine Progressing 

of Period Not Dead Period Period During During 
Period Period 
Ox dx Wx bx 100 qx 100 px 100 Qx 100 Px 
[ dx | €100~—100 ax) bx (100—100 Qx) 
Wx Wx 
Ox- Ox-— 
2 2 
0-3 765 2 16 1 0.264 99.736 0.132 99.868 
4-6 746 1 16 Su 0.136 99.864 oe 100.000 
7-12 729 4 22 3 0.557 99.443 0.418 99.582 
13-24 700 2 119 2 0.312 99.688 0.312 99.688 
25-36 577 2 175 4 0.409 99.591 0.817 99.183 
37-48 396 1 109 1 0.293 99.707 0.293 99.707 
49-60 285 1 92 ee 0.418 99.582 Ay a 
61-72 192 1 78 BA 0.654 99.364 om af 
73-84 113 1 68 1 1.266 98.734 1.266 98.734 
85-96 43 1 38 es 4.167 95.833 ‘aie AS 
been added to the study group up to the pression of prognosis in asymptomatic 


cut-off date for tabulation, many of them 
have been treated too recently to be followed 
for the longer observation periods. Of 
patients treated at least five years before 
the cut-off date of the study, approximately 
50% were still under observation after five 
years. 

From the point of view of the patient, 
his family; and the practitioner, the prob- 
ability of progression to clinical neuro- 
syphilis following penicillin treatment of 
asymptomatic neurosyphilis is the item of 
greatest importance. Indeed, the best ex- 


neurosyphilis is the probability of develop- 
ing clinical neurosyphilis. This problem has 
been approached by utilization of the 
life-table method. The probability of pro- 
gression during each time period was 
determined (Table 4). From this was calcu- 
lated the cumulative probability of clinical 
progression with passage of time after 
treatment with penicillin (Table 5). It 
should be noted here ‘hat the impression of 
progression was based upon findings which, 
as will be shown later, may have repre- 
sented, in 11 of the 12 patients reported as 


TABLE 5.—Cumulative Probability of Progression and Death 








N br gee 


Cumulative 
Probability in 


Cumulative Number - Terms of Per Cent 





Number of 





Observation 
Period, Population lini Clinical jion 
Mo. at Risk 100 qx 100 Qx Deaths Progressions Deaths Progressions Deaths (Clinical) 
3 1000.0 0.264 0.132 2.6 1.3 2.6 1.3 0.26 0.13 
4-6 996.1 0.136 oS 1.4 as 4.0 13 0.40 0.13 
7-12 994.7 0.557 0.418 5.5 4.2 9.5 5.5 0.95 0.55 
13-24 986.0 0.312 0.312 3.1 3.1 12.6 8.6 1,28 0.87 
25-36 979.8 0.409 0.817 4.0 8.0 16.6 16.6 1,69 1.69 
37-48 7.8 0.293 0,293 2.8 2.8 19.4 19.4 2.00 2.00 
49-66 962.2 0.418 ih 4.0 a 23.4 19.4 2.43 2.02 
61-72 958.2 0.654 pe 6.3 cap 29.7 19.4 3.10 2.02 
73-84 951.9 1.266 1,266 12,1 12.1 41.8 31.5 4.39 3.31 
85-96 927.7 4.167 A 38.7 on 80.5 31.5 8.68 3.40 
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progressions, factors other than actual pro- 
gression of syphilis as a result of failure of 
penicillin therapy. However, in order to be 
completely objective in the analysis, the 12 
patients are considered as failures and can 
thus be considered to represent, for the 
period of time studied, the maximum pos- 
sible progression rate to be observed in a 
group treated as this and examined with 
more-than-usual attention to detect all pos- 
sible minor neurologic evidences of pro- 
gression. 

Table 5 leaves no doubt as to the 
remarkable efficacy of penicillin in the treat- 
ment of asymptomatic neurosyphilis. The 
maximum cumulative probability of pro- 
gression was only 0.55% at the first year, 
1.69% at the third year, 2.02% at the fifth 
year, and 3.31% at the seventh year. Of 
equal significance is the fact that only one 
progression was noted after the third year 
of observation, thus providing convincing 
proof that penicillin uniformly arrests pro- 
gression of the neurosyphilitic process. 

The Chart presents, for purposes of com- 
parison, the probability of developing 
clinical neurosyphilis among 467 patients 
treated predominantly by metal chemo- 
therapy.* Comparison reveals that there is 
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increasing disparity between the probability 
of developing clinical neurosyphilis ‘with in- 
creasing observation periods after penicillin 
as compared with metal chemotherapy. In 
this group progression has practically ceased 
after the third year of observation following 
penicillin therapy but continues to increase 
with increasing observation periods after 
metal chemotherapy. True cure with peni- 
cillin as contrasted to amelioration with 
metal chemotherapy is strongly suggested. 
Striking as are the above-described differ- 
ences, figures alone do not tell the entire 
story. The 44 clinical progressions among 
the 467 patients treated predominantly by 
metal chemotherapy included 27 progres- 
sions to parenchymatous and 17 progres- 
sions to meningovascular neurosyphilis. 
Thirteen patients developed paresis or tabo- 
paresis; thirteen developed tabes; one de- 
veloped primary optic atrophy; two 
developed purely vascular neurosyphilis, 
and fifteen developed unclassified so-called 
diffuse meningovascular neurosyphilis mani- 
fested as a rule by pupillary and reflex 
changes.* In contrast to the above predomi- 
nantly grave and disabling progressions, the 
12 recorded progressions among the 765 
patients treated with penicillin were usually 
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minor, never permanently disabling, and 
frequently questionable. The following 
rather detailed analysis of these 12 patients 
strongly suggests that the actual progression 
rate in truly asymptomatic neurosyphilis 
following adequate penicillin therapy ap- 
proaches zero during the length of time 
covered by this study. 

Patient 1 (Emory University).—A 62-year-old 
white man had primary syphilis in 1930 and had 
previously received scattered treatment with heavy 
metals. He was given 4,000,000 units of aqueous 
penicillin over a 10-day period in July, 1945. Spinal 
fluid immediately preceding treatment revealed 
6 cells, 109 mg. protein, colloidal test 122100, and 
Kolmer-Wassermann 44200. Physical examination 
before treatment revealed diminished patellar re- 
flexes on one occasion and physiologic reflexes 
on another. In February, 1948, a second course of 
6,000,000 units of aqueous penicillin was given 
because of persistently high spinal fluid protein 
(92 mg.). Cell count was 2, Kolmer 44410, col- 
loidal test 321100. It was recorded at this time 
that he had suffered clinical progression, because 
his patellar reflexes were absent. There was no 
other neurologic abnormality. The latest spinal 
fluid examination in July, 1952, was completely 
negative except for protein of 53 mg. As of No- 
vember, 1953, the patient had no complaints and 
was working. regularly. No further neurologic 
signs had developed. 

Comment: Dubious progression mani- 
fested only by variable patellar reflexes. 

PaTieENT 2 (Johns Hopkins Hospital)—A 27- 
year-old white woman with no known history of 
early syphilis and without definite history of 
previous antisyphilitic treatment was given 2,920,- 
000 units of penicillin over a 16-day period in 
January, 1944. Spinal fluid before treatment re- 
vealed 190 cells, 37 mg. protein, mastic 433110. 
Wassermann reaction anticomplementary with from 
0.03 to 1.0 cc. of fluid. Pretreatment neurologic 
examination was recorded as negative. Nine 
months later another examiner described abnormal 
pupils with an otherwise negative neurologic ex- 
amination. On this basis alone, clinical progres- 
sion was recorded. At this time spinal fluid showed 
only 5 cells, 47 mg. protein, mastic 544310, Was- 
sermann reaction positive 0.1 to 1.0 cc. However, 
three months after this, cell count had risen to 16, 
with other findings unchanged. The patient was 
therefore given a total of nine paroxysms of 
malaria therapy, without further penicillin. When 
she was last seen, in January, 1948, there had 
been no further neurologic progression, and the 
spinal fluid showed only 1 cell, 44 mg. protein, mas- 
tic 21100, and Wassermann reaction positive with 
0.6 to 1.0 cc. of fluid. 


Comment: Dubious progression based 
only upon difference in description of pupils 
by different examiners. 


Patient 3 (New York Hospital).—A white 
woman of about 45 years had had inadequately 
treated secondary syphilis 25 years previously. 
She was given 4,000,000 units of aqueous penicillin 
over a 14-day period in August, 1944. Spinal fluid 
before treatment revealed 0 cells, 88 mg. protein, 
colloidal test 4443321, Wassermann reaction positive 
with 0.05 cc. of fluid and above. Pretreatment 
neurologic examination was negative except that 
the knee and ankle jerks were quite hypoactive. 
Twenty-six months later the knee and ankle 
jerks were found to be absent and neurologic 
progression was recorded. At this time spinal 
fluid showed 0 cells, 52 mg. protein, colloidal test 
111222, and Wassermann reaction positive with 
0.1 cc. fluid. 

In April, 1949, fifty-eight months after initial 
treatment, despite a completely inactive spinal 
fluid and in the absence of further neurologic 
progression, the patient was re-treated with 7,200,- 
000 units of procaine penicillin. The latest spinal 
fluid examination, 100 months after initial treat- 
ment, showed cells 0, protein 46 mg., mastic 
112221, Wassermann reaction positive with 0.05 
ce. of fluid. As of November, 1953, the patient 
remained clinically well, although the knee and 
ankle jerks were still absent. 

Comment: Dubious progression mani- 
fested only by loss of previously hypoactive 
knee and ankle jerks. 

Patient 4 (Boston Psychopathic Hospital).— 
A 39-year-old white woman had received inade- 
quate treatment 15 years previously for routinely 
discovered apparently latent syphilis. Between 
May 14 and May 28, 1945, she was given 3,000,000 
units of aqueous penicillin, and between May 27 
and June 9, 1945, she was allowed to have seven 
paroxysms of malaria inoculata. Spinal fluid be- 
fore treatment revealed 44 cells, 108 mg. protein, 
colloidal test 5555555432, Wassermann reaction 
555100. Pretreatment neurologic and detailed 
psychiatric examinations were described as within 
normal limits except for fine rapid tremor of the 
protruded tongue. At the conclusion of malaria 
therapy she was described as severely debilitated. 
No change in her mental or neurologic status 
had been noted during treatment. Spinal fluid 
at the conclusion of treatment was essentially 
unchanged from pretreatment findings. She was 
discharged June 10, 1945, the day following her 
last paroxysm. 

A friend of hers telephoned June 12 to say the 
patient was a little more active, gay, and talkative 
than usual and that she was on a prolonged shop- 
ping expedition. That same day, when she came 
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in to see her husband, who was a patient in the 
hospital, she seemed rather hypomanic, presenting 
a corsage to the telephone operator, mislaying a 
parcel, and forgetting to replace her shoes when 
she got up to leave. On June 13 a staff physician 
talked with her and felt she was “definitely a 
little high but not so much as to be alarming.” 
On June 16 another staff physician described her 
as looking definitely less neat. Her hair was a 
“fuzzy mess.” She was extremely affable and 
gay, liked everyone, made some “forward moves” 
toward the physician as they sat on the bench and 
was “definitely hypomanic.” 

When next seen June 30, 19:5, she was less 
euphoric, gave a well-reasoned account of her 
activities, and realized she had been pathologically 
elated. Spinal fluid cell count had dropped to 6 
and protein to 57 mg. By Sept. 1, 1945, she was 
able to work at her usual occupation. There- 
after, despite the fact that she was never re- 
treated, her course was entirely uneventful. At 
latest observation, in November, 1948, she was 
asymptomatic, neurologically negative, and spinal 
fluid showed 0 cells, 37 mg. protein, colloidal test 
negative, and Wassermann reaction 555500. 

Comment: This is not a true progression 
in the usual sense of the word. Euphoria 
and hypomania were first noted three days 
after the termination of malaria therapy 
which had resulted in debilitation. Within 
a period of 18 days the episode had entirely 
subsided. Thereafter, over a period of 
three-and-one-half-years the patient re- 
mained entirely well and the spinal fluid 
became and remained inactive. A Herx- 
heimer-like reaction in a_ patient still 
asymptomatic but ready to “blow up” with 
paresis (note pretreatment tremor of 
tongue) is strongly suggested as the cause 
of this episode. 

PatiENT 5 (Boston Psychopathic Hospital) — 
A 37-year-old white man had an eighth-grade edu- 
cation and had been employed as a short order 
cook for 16 years prior to his admission to the 
Boston Psychopathic Hospital in October, 1944. 
He was described on admission as a rather nerv- 
ous, jumpy person who never went out except to 
church. Between January, 1940, and September, 
1944, he had been treated elsewhere with large 
amounts of metal chemotherapy for syphilis of un- 
known duration. In October, 1944, he was given 
3,000,000 units of aqueous penicillin over a five- 
day period. Pretreatment neurologic and psychi- 
atric examinations were described as within normal 
limits. Spinal fluid tests before treatment resulted 
first in a bloody tap, but two days later they 
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showed 10 cells, 31 mg. protein, colloidal test 
1122110000, and Wassermann reaction 555550. 

After treatment the patient apparently did well, 
but, in March, 1945, he was given 1,000,000 units 
of penicillin at the time of surgery for osteomye- 
litis. Yearly spinal fluid examinations from 1945 
to 1950, inclusive, were all inactive, with normal 
cell count and protein determinations. During this 
time the patient continued at his usual employment 
and seemed clinically well, although no formal 
psychiatric examination was recorded. 

In June, 1951, seven years after initial penicillin 
treatment, the patient was described as working 
12 hours daily as a cook. It was stated that he 
was alert and clear in talking about his work but 
that he had no outside interests and was unin- 
formed about current events. In doing the serial 
7’s he made frequent errors. Neurologic examina- 
tion showed hyperactive tendon reflexes, right 
patellar reflex more active than left, extensor 
plantar response on right, and moderate tremulous- 
ness. Spinal fluid showed 2 cells, 42 mg. protein, 
colloidal test 1111000000, Wassermann reaction 
4000. It was recorded that he had developed paresis. 

Comment: This patient is the only one 
with progression recorded later than 36 
months after treatment. The diagnosis of 
paresis, based solely on impaired calculation 
and information, was recorded despite the 
fact that the patient was alert, clear, and 
working regularly at his usual occupation. 
The spinal fluid had been inactive for six 
years at the time of purported progression. 
For these reasons, plus the fact that this 
patient had very little education and was 
described as nervous and withdrawn before 
treatment, this progression is a dubious one. 

Patient 6 (University of Pennsylvania Hos- 
pital.)—A 31-year-old Negro woman with inade- 
quately treated syphilis of unknown duration was 
given 4,800,000 units of aqueous penicillin over a 
10-day period in May, 1949. Spinal fluid im- 
mediately preceding treatment revealed 0 cells, 
10 mg. protein, colloidal test 2221100000, Wasser- 
mann reaction 0112. Pretreatment neurologic ex- 
amination was recorded as negative. Six months 
later, progression was recorded as having occurred 
because the right ankle jerk could not be obtained. 
Eleven months later the right ankle jerk was ob- 
tained but the left ankle jerk could not be ob- 
tained. The patient was then lost to observation. 
The spinal fluid never was reexamined. 

Comment: Dubious progression mani- 
fested only by variable ankle jerks. 

Patient 7 (University of Pennsylvania Hos- 
pital) —A 39-year-old Negro woman had received, 
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elsewhere, one year of metal chemotherapy for 
apparently latent syphilis in 1933. She was given 
4,800,000 units of penicillin in oil and beeswax 
over an eight-day period in November, 1946. 
Spinal fluid one month before treatment revealed 
120 cells, 100 mg. protein, colloidal test 5555432100, 
Wassermann reaction 44441. Pretreatment neu- 
rologic examination was recorded as_ negative. 
Within three months after treatment, the spinal 
fluid became inactive, with 5 cells and 20 mg. 
protein. Between February, 1947, and July, 1952, 
there were 13 examinations of the spinal fluid, in 
none of which was either cell count or protein 
elevated. 

The patient remained asymptomatic and able to 
work, and the mental status was repeatedly re- 
corded as normal. Nevertheless, two further 
courses of 9,600,000 units each of penicillin were 
given in March and October, 1948. On the latter 
date the patient was recorded as having developed 
tabes on the bases of absent ankle jerks and un- 
equal sluggish pupils. When she was last seen, 
July 29, 1953, the ankle jerks were recorded as 
being present and the pupils were described as 
normal. 

Comment: Dubious progression based 
upon variable ankle jerks and minor differ- 
ences in descriptions of pupils. 

PATIENT 8 (University of Pennsylvania Hos- 
pital) —A 29-year-old Negro man with a history 
of inadequately treated primary syphilis in 1930 
had received scattered treatment elsewhere for 
apparently latent syphilis in 1941 through 1944. 
In April, 1946, he was given 4,800,000 units of 
aqueous penicillin over an eight-day period. Spinal 
fluid at time of treatment revealed 114 cells, 
50 mg. protein, colloida! test 4444211000, Wasser- 
mann reaction 4444. Pretreatment neurologic ex- 
amination was recorded as negative. 

Eight months later, the spinal fluid showed 10 
cells and 20 mg. protein. At this time the patient 
was recorded as having developed tabes on the 
bases of an absent right ankle jerk and a complaint 
of impotence. Shortly thereafter he was re-treated 
with 9,600,000 units of penicillin. He was last seen 
in December, 1947, at which time the spinal fluid 
was entirely negative. He still complained of im- 
potence; the right ankle jerk was still absent, and 
the left ankle jerk and both knee jerks were re- 
corded as decreased. He was able to work at his 
usual occupation. 

Comment: Dubious progression based 
upon a complaint of impotence and apparent 
loss of an ankle jerk. 

Patient 9 (University of Pennsylvania Hos- 
pital) —A 52-year-old Negro man with previously 
untreated syphilis of unknown duration was given 
9,000,000 units of procaine penicillin over a 10-day 


period in October, 1949. Spinal fluid immediately 
before treatment revealed 48 cells, 50 mg. protein, 
colloidal test 5555521100, Wassermann reaction 
4444. Pretreatment neurologic examination was re- 
corded as negative. Within three months after 
treatment the spinal fluid became inactive, with 0 
cells and 30 mg. protein. In May, 1952, neurologic 
progression was recorded on the basis of absent 
ankle jerks. When he was last seen in October, 
1953, the spinal fluid was entirely negative, the 
patient was asymptomatic and able to work at his 
usual occupation, and no further neurologic ab- 
normalities had developed. 

Comment: Dubious progression based 


upon loss of ankle jerks. 

Patient 10 (University of Pennsylvania Hos- 
pital) —A 34-year-old Negro man with syphilis 
of unknown duration had received two years of 
irregular metal chemotherapy from February, 1943, 
to March, 1945. In September, 1945, he was 
given 2,400,000 units of aqueous penicillin over an 
eight-day period. Spinal fluid immediately before 
treatment revealed 98 cells, 40 mg. protein, colloidal 
test 3444211000, Wassermann reaction 4444. Pre- 
treatment neurologic examination was recorded as 
negative. 

In March, 1946, spinal fluid showed 24 cells, 
20 mg. protein, colloidal test 2221100000, Wasser- 
mann reaction 0112. Neurologic examination was 
not done at this time, and for two years the pa- 
tient could not be induced to return. On April 
22, 1948, he was admitted to the neurology ward 
because of headache and numbness and tingling of 
the left side of three days’ duration. At this 
time he was described as being confused and 
nervous, both euphoric and depressed, and show- 
ing some impairment of memory. The blood pres- 
sure was 128/75, and pupils and ophthalmoscopic 
examination were normal. Neurologic examination 
revealed evidences of a left hemiplegia without 
change in muscle tone and without extensor plantar 
signs. Spinal fluid was under a pressure of 300 
mm. and revealed 0 cells, 40 mg. protein, col- 
loidal test 5554321000, and Wassermann reaction 
4444. Electroencephalography and cerebral arteri- 
ography were interpreted as being normal. The 
patient was completely incapacitated for work and 
was recorded as showing progression to menin- 
govascular neurosyphilis. Between May 12 and May 
27, 1948, he was re-treated with 9,600,000 units of 
aqueous penicillin. 

When he returned in September, 1°48, examina- 
tion of the spinal fluid was completely negative. 
He had returned to work at his usual occupation. 
He still complained of headache, but this had 
greatly ameliorated. Mental status was recorded 
as normal, and strength had improved. Over the 
course of the next five years, seven examina- 
tions of the spinal fluid were entirely negative. 
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When last seen, in September, 1953, he was asymp- 
tomatic, able to work at his usual occupation, and 
mentally normal. Neurologic examination showed 
sluggish pupillary reactions to light, normal 
strength in all four extremities, and some increase 
in left patellar and ankle reflex as compared with 
the right. 

Comment: An apparently bonafide pro- 
gression of predominantly vascular type oc- 
curring 30 months after treatment with only 
2,400,000 units of penicillin. Six months 
after treatment the spinal fluid was found 
to be still active, with 24 cells. Lack of 
cooperation on the part of the patient al- 
lowed the process to go on unchecked for 
two more years. If it had been possible 
to re-treat him at six months, clinical pro- 
gression two years later probably could have 


been prevented. 

Patient 11 (University of Pennsylvania Hos- 
pital)—A 34-year-old white woman with syphilis 
of unknown duration had received elsewhere two 
years of metal chemotherapy from July, 1942, to 
August, 1944. In October, 1944, she was given 
2,400,000 units of aqueous penicillin over an eight- 
day period. Spinal fluid immediately before treat- 
ment revealed 14 cells, 20 mg. protein, colloidal 
test 5555553100, Wassermann reaction 4444. Pre- 
treatment neurologic examination was recorded as 
negative. Within three months after treatment the 
spinal fluid became inactive, with 2 cells and 20 
mg. protein. 

In May, 1945, despite a negative neurologic ex- 
amination and an inactive spinal fluid, a second 
course of 2,400,000 units of aqueous penicillin was 
administered. In October, 1946, neurologic pro- 
gression was recorded on the basis of absent ankle 
jerks. At this time the spinal fluid was entirely 
negative. In December, 1947, although the spinal 
fluid was again entirely negative and no. further 
clinical progression had occurred, a third course 
of treatment consisting of 9,600,000 units of 
aqueous penicillin was administered. When she 
was last seen, in February, 1953, the spinal fluid 
showed 0 cells, 10 mg. protein, colloidal test 
2221100000, and Wassermann reaction 0112. The 
ankle jerks still were absent, and the pupils were 
unequal in size, though not otherwise abnormal. 
The patient was asymptomatic and able to work 
at her usual occupation. 

Comment: Dubious progression based 
upon absent ankle jerks and, later, in- 
equality in the size of the pupils. 

Patient 12 (University of Pennsylvania Hos- 
pital) —A 50-year-old Negro man with syphilis 
of unknown duration had received 20 injections 
of oxophenarsine hydrochloride (Mapharsen) and 
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1 injection of penicillin elsewhere in 1946 for ap- 
parently latent syphilis. In November, 1949, he 
was given’ 9,000,000 units of procaine penicillin 
over a 10-day period. Spinal fluid immediately 
before treatment revealed 2 cells, 30 mg. protein, 
colloidal test 2443111000, Wassermann reaction 444. 
Pretreatment neurologic examination was recorded 
as negative. 

Spinal fluid examination in October, 1951, showed 
slightly bloody tap, 20 mg. protein, colloidal test 
2221100000, and Wassermann reaction 0112, and 
it was not thereafter repeated. In April, 1952, 
neurologic progression was recorded on the basis 
of absent ankle jerks. When he was last seen, 
in October, 1952, the knee jerks also were absent. 
The patient remained asymptomatic and able to 
work at his usual occupation. In October, 1953, a 
letter from the patient stated he felt well and was 
working regularly. 

Comment: Apparent minor neurologic 
progression based upon loss of Achilles ten- 
don and patellar reflexes. 

Of the 12 recorded progressions, 9 were 
dubious, 1 was a Herxheimer-like reaction 
which subsided, 1 was minor but apparently 
bonafide, and 1 was major, of vascular type, 
and probably potentially preventable if re- 
treatment had not been prevented by lack 
of patient cooperation. If all 12 progres- 
sions are to be regarded as bonafide, appar- 
ently inexplicable differences are found 
among cooperating clinics. The “neuro- 
logically oriented” University of Pennsyl- 
vania records 7 (4.73%) progressions 
among 148 patients treated; all of these 7 
progressions were neurologic. Boston Psy- 
chopathic, a psychiatric institute, records 
two progressions among only seven patients 
treated; both of these progressions were 
psychiatric. The other six institutions, all 
of which are represented by syphilologists 
with a background in internal medicine, 
record only 3 progressions (0.43%) among 
610 patients treated. In all, only 1.57% of 
the 765 patients were recorded as having 
progression of their disease at the time of 
latest observation. 

It is entirely possible that the orientation 
of the neurologic and psychiatric groups re- 
sulted in attention to changes not observed, 
or minimized, by the other groups not so 
motivated by training and specialization. 

The 12 patients who developed apparent 
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progressions were equally divided as to race 
and sex and varied in age from the third to 
the seventh decade. Duration of infection 
varied greatly and was often unknown. 
Prior treatment had consisted of metals and 
had usually been inadequate. Spinal fluid 
before treatment was active with respect 
to pleocytosis, protein elevation, or both in 
10 of the 12 patients. Eleven were treated 
with penicillin alone and one with penicillin 
plus malaria. Aqueous penicillin was uti- 
lized in nine patients, and delayed-absorp- 
tion penicillin, in three. Only 2 of the 12 pa- 
tients received more than 4,800,000 units in 
the initial course. Duration of treatment 
varied from 6 to 16 days. Eleven of the 
twelve progressions were noted within the 
first three years of post-treatment observa- 
tion. At the time of progression the spinal 
fluid showed 10 or fewer cells in all 10 
patients in whom this examination was per- 
formed, and protein was significantly lower 
than before treatment in 6 patients and 
essentially unchanged in 4 patients. 


From the above observations it is clear 
that, if clinical progression is to occur at all 
after the penicillin treatment of asympto- 
matic neurosyphilis, it will do so rarely. It 
will become manifest within the first three 
years after treatment, and it almost always 
will be of minor degree. The markedly im- 
proved and usually inactive spinal fluid at 
the time of progression, as well as the sub- 
sequent clinical course of the patient, sug- 
gests that these progressions, on the whole, 
probably do not represent true biologic 
progression due to the presence of living 
Treponema pallidum but rather the appear- 
ance at the clinical neurologic level of pre- 
existing subclinical neuraxis damage. 


Summary and Conclusions 


A report is given of a cooperative study 
to determine the outcome of penicillin 
therapy for asymptomatic central nervous 
system syphilis. The techniques of estab- 
lishing a cooperative study are discussed. 
The validity of pooling of data and tech- 


niques for assuring comparability of pooled 
data are discussed and established. A total 
of 765 patients, 264 of whom had had no 
previous treatment, make up the study 
group. The observation period of groups 
large enough to permit valid findings ex- 
tends through a period of six to seven years. 

On the basis of findings in this study, 
the maximum cumulative probability of pro- 
gression to symptomatic neurosyphilis fol- 
lowing penicillin therapy is 0.55% at the 
first year, 1.69% at the third year, 2.02% 
at the fifth year, and 3.31% at the seventh 
year after treatment. 

Only 12 patients of the 765 treated were 
recorded as having shown progression of 
asymptomatic neurosyphilis at the last ob- 
servation period. Of these patients, only 
one was unequivocally a treatment failure; 
this patient responded satisfactorily to re- 
treatment with a larger dose of penicillin. 
In the other patients there was no clear-cut 
evidence that the so-called progression did 
in fact represent progress of the disease 
process. 


In this group, progression could not be 
related to any of the factors considered in 
the analysis except in a single patient in 
whom lack of cooperation precluded admin- 
istration of treatment when spinal fluid 
examination clearly indicated a relapse re- 
quiring re-treatment. 

Progression, with but one exception, con- 
sisted of what can be considered minor 
neurologic or psychiatric changes, and none 
of the patients was incapacitated by the 
so-called progression. 


‘It is probable that what is considered as 
progression represents manifestation at the 
level of clinical recognition of preexisting 
subclinical neuraxis damage. 


Asymptomatic CNS syphilis responds 
extremely well to treatment with penicillin; 
within the period of observation of this 
study it appears that penicillin alone is 
capable of completely curing asymptomatic 
central nervous system syphilis. 
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Announcement 


The American Dermatological Association, Inc., Annual Essay Contest.—The American 
Dermatological Association is again offering a series of awards for the best essays 
submitted for original work, not previously published, relative to some fundamental 
aspect of dermatology or syphilology. The purpose of this contest is to stimulate investi- 
gators to original work in these fields. Cash awards will be presented as follows: $500, 
$400, $300, and $200 for first, second, third and fourth places respectively. 

Manuscripts typed in English with double spacing and ample margins as for publication, 
together with illustrations, charts, and tables, all of which must be in triplicate, are to be 
submitted not later than Nov. 15, 1956. 

The manuscripts should be sent to Dr. J. Lamar Callaway, Secretary, American 
Dermatological Association, Duke Hospital, Durham, N. C. Those which are incomplete 
in any of the above respects will not be considered. Manuscripts should be limited to 
10,000 words, or less, and the time of presentation of winning essay shall not exceed 30 
minutes. In order to aid fair judgment, papers should be submitted under a nom de plume 
with no information anywhere in the paper as to the institution or clinic where the work 
was done. Along with the paper by “John Smith,” for example, a plain sealed envelope 
bearing the nom de plume, plus the full name and address of the author, is also submitted. 
Only after all of the papers have been judged and returned to the Chairman are the sealed 
envelopes opened and the winners known. 

Competition in this contest is open to scientists generally—not exclusively to physicians. 

The awards will be made by the Research Aid Committee of the American Derma- 
tological Association and its decision shall be final. The essays are judged on the follow- 
ing considerations: (1) originality of ideas; (2) potential importance of the work; 
(3) experimenta! methods and use of controls; (4) evaluation of results; (5) clarity of 
presentation. This contest is planned as an annual one, but if in any year, at the discretion 
of the Committee, no paper worthy of an award is offered, the awards may be omitted. 

The results will be announced prior to Jan. 1, 1957, and papers not winning an award 
become the authors’ property and will be returned promptly. Any paper which wins an 
award becomes the property of the American Dermatological Association. 

The candidate winning first award may be invited to present his paper before the 
annual meeting of the American Dermatological Association with expenses paid, in addition 
to the $500 award. Further information regarding this essay contest may be obtained by 
writing to the Secretary of the American Dermatological Association. 
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During the past several years, the Ve- 
nereal Disease Program, in cooperation with 
a number of well-known clinics and hos- 
pitals throughout the country, has conducted 
a study to determine the effectiveness of 
penicillin in the treatment of asymptomatic 
neurosyphilis. A preceding report! has 
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shown that factors such as age, race, sex, 
previous treatment, and re-treatment status 
have little or no relationship ‘to clinical prog- 
nosis in penicillin-treated asymptomatic 
central nervous system (CNS) syphilis. 
The present report deals with the pretreat- 
ment and post-treatment status of the pa- 
tient group in terms of results of blood and 
spinal fluid examinations. 

This study consists of 765 patients with asymp- 
tomatic neurosyphilis, whose histories were se- 
lected from the records of eight cooperating 
clinics in accordance with the following criteria: 
(1) reactive spinal fluid, i.e., abnormalities. in the 
spinal fluid test for syphilis, colloidal test, total 
protein, or cell count, or any combination consid- 
ered by the collaborating clinic and clinician as 
establishing the diagnosis of neurosyphilis, and 
(2) absence of signs or symptoms of CNS syphi- 
lis determined on the basis of history and physical 
examination, including neurologic and ophthal- 
moscopic examination. Patients with syphilis of 
less than two years’ duration have been excluded 
so as to obviate consideration of the central nerv- 
ous system involvement of primary and secondary 
syphilis, which has been shown to respond rapidly 
and completely to penicillin therapy. 

A convention for dating procedures was adopted 
which considered the fixed point of reference with 
respect to time as the so-called “study treatment” 
date. This was the treatment episode which placed 
the patient for the first time in the study group. 
In some patients this was the first treatment given 
for neurosyphilis; in others it ‘represented peni- 
cillin given after previous chemotherapy or peni- 
cillin therapy which, in the consideration of the 
clinician, had not been sufficient, so that further 
treatment was thought necessary. Subsequent to 
“study treatment” numerous patients again have 
been given penicillin, sometimes because it was 
felt that the syphilitic process was progressing, 
or that biologic cure had not been attained. At 
other times additional penicillin was given in ac- 
cordance with predetermined treatment schedules, 
or, occasionally, to allow studying the possible ef- 
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fect of larger doses on spinal fluid reversal. In 
some cases penicillin was given as treatment for 
intercurrent, unrelated illness. Since the adminis- 
tration of penicillin after study treatment did not, 
in most cases, represent failure of initial treat- 
ment, the study group was divided, for purposes 
of analysis, into two groups: (1) those not re- 
treated after study treatment and (2) those re- 
treated after study treatment. Each of those two 
groups was evaluated in relation to status at study 
treatment on the basis of those observed at each 
post-treatment interval, with interpolation of lab- 
oratory readings made whenever feasible. By this 
method of evaluation, it is assumed that those lost 
from observation in each group react to treatment 
as measured by laboratory tests in the same manner 
as those kept under observation through the post- 
treatment interval under consideration. 

Since the diagnosis of asymptomatic central 
nervous system syphilis is based on spinal fluid 
findings, and since the cell count and total protein 
are the most sensitive spinal fluid indicators of 
both involvement and progress, the pretreatment 
status of these two spinal fluid elements and the 
changes in them following penicillin treatment will 
be discussed first. Techniques used in the per- 
formance of laboratory tests by the various clinics 
are listed in Table 1. 
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was any difference in the status of these two 
groups at the time of study treatment which 
would influence the response, or lack of 
response, to therapy. It is known that the 
mere height of the spinal fluid reagin titer 
and the colloidal tests per se are no measure 
of severity of the infection. The usual 
procedure in attempting to measure the 
severity of spinal fluid involvement is to 
tie together spinal fluid reagin, colloidal 
gold, total protein, and cell count to produce 
a classification method, such as was done by 
the Cooperative Clinical Group.’ However, 
it was thought that the simpler and more 
informative measure in the present instance 
is consideration only of cell count and total 
protein. The cell count alone was considered 
especially important in view of the fact that 
it.is a fairly constant measure, not much 
affected by technique of performance in the 
hands of competent technicians. 

In Table 2 is shown the distribution of 
pretreatment spinal fluid cell counts for the 


TABLE 1.—Techniques Used in the Performance of Laboratory Tests 








Serologic 
Test for 
Syphilis 


Clinic 


Spins! Fluid 
Test for 
Syphilis 


Total Protein 
Determination 





New York State com- 


Bellevue 
plement-fixation test? 


Boston Psychopathic Kolmer rformed by 
Dr. ton's labor- 
atory)# 

Emory University Kahn standard quantita- 
tive test ¢ 


New York State com- 


Kolmer complement-fixa- 
tion test‘ 


Kolmer complement-fixa- 


Sulfosalicylic acid, photoelectric? 
plement-fixation test? 


Kingsbury, Clark, Williams, and 
Post technique using 5% sulfo- 
salicylic acid * 


Modification of the Dennis-Ayer 


tion test « technique using sulfosalicylic acid 


U.S.P.H.S. Medical Center, 
Hot Springs 
Johns Hopkins 


New York Hospital 


University of Michigan 


Kahn standard quantita- 
tive test ‘ 


Quantitative Eagle floc- 
culation test ‘ 


Kolmer test, cardiolipid 
antigen * 


Kahn standard quantita- 
tive test’ 


Kolmer complement-fixa- 
tion test ¢ 


tion 

Modified Wassermann 
technique, cardiolipid 
antigen * 


Kahn standard floccula- 
tion test’ 


Kolmer complement-fi xa- 
test « 


Sulfosalicylic acid, photoelectric 

Colorimetric method, Klett-Summer- 
son instrument ¢ 

Sulfosalicylic acid MY sng errs of 
proteins read in Klett colorimeter‘ 


Dennis-Ayer modification of the & 
fosalicylic acid turbid np BR 





University of Pennsylvania Kline quantitative test + 


using the Coleman Junior 


photometer 
Kolmer complement-fixa- Kingsbury-Clark method using ag a 
tion test sulfosalic “ee Mags with 
compa h Kingsbury-Clark 


standards a " comparator 





Spinal Fluid Cell Count and Total 

Protein Before Study Treatment 
The group receiving study treatment con- 
sists of both those with no prior treatment 
and those previously given treatment. The 
obvious question arises as to whether there 
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group of 765 patients, and for each of the 
eight participating clinics, by previous treat- 
ment status of the patients. In 59.4% of 
the study group there was definite evidence 
of an active inflammatory process as indi- 
cated by a cell count of 11 or more; in 
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TABLE 2.—Percentage Distribution of Cell Groups at Time of Study : 
Treatment for the Study Group and by History of Treatment 








Total Patients Patients, Per Cent 


Study Group and Clinic 








Number Per Cent 31 or More Cell Count 
0-4 Cells 5-10 Cells 11-30 Cells Cells nknown 
All patients 765* 100.0 28.5 11.0 16.9 42.5 1.1 
Not Previously Treated 

Bellevue 20 100.0 eae 15.0 45.0 40.0 sist 
Boston Psychopathic ea Peetiae Ge Be ae ee Sp NI 
Emory University 22 100.0 13.6 4.5 9.1 72.7 fetes 
Hot Springs 76 100.0 35.5 7.9 9.2 47.4 aes 
Johns ogo Hospital 52 100.0 28.9 9.6 17.3 44.2 auic 
New York Hospital 53 100.0 52.8 9.4 17.0 20.8 ee 
University of Michigan 3 100.0 ESE seis See igt ace 
University of Pennsylvania 38 100.0 13.2 79 31.6 44.7 2.6 

‘otal 264 100.0 29.9 8.7 18.2 42.8 0.4 

Previously Treated 

Bellevue 39 100.0 7.7 15.4 45 15.4 61.5 COE 
Boston Psychopathic 7 100.0 pena cout payee ecu nee 
Emory University 80 100.0 8.8 10.0 22.5 58.7 owe 
Hot Springs 72 100.0 40.3 12.5 12.5 34.7 Peek 
Johns po Hospital 90 100.0 20.0 10.0 17.8 51.1 £3 
New York Hospital 80 100.0 61.3 7.5 11.2 13.8 6.2 
University of Michigan 14 100.0 ue Pade ace Saas opab 
University of Pennsylvania 110 100.0 21.8 15.5 15.5 45.4 1.8 
Total 492 100.0 27.6 12.0 16.3 42.5 1.6 





* Includes 9 patients for who§ previous treatment status was unknown. 


11.0% the count was borderline (5 to 10 
cells), and in 28.5% the count was 0 to 4, 
which is normal by all standards. In Table 
3 are presented similar data for pretreat- 
ment spinal fluid protéin determinations. In 


in proportion of patients with inactive cell 
counts and protein levels admitted to the 
study, particularly among those patients 
who had received treatment prior to study 
treatment. Some of this variation is due 


cig Shee cea 
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30.8% the protein was elevated definitely 
to 51 mg. or more per 100 cc.; in 23.3% 
it was between 40 and 50 mg. per 100 cc., 
and in 45.4% it was less than 40 mg. per 
100 cc. The individual clinics vary widely 


to the relatively small numbers of patients 
submitted by some clinics. 

These absolute differences among clinics 
probably are not of importance to the anal- 
ysis, for several reasons. First, the deci- 


TABLE 3.—Percentage Distribution of Protein Groups at Time of Study 
Treatment for the Study Group and by History of Treatment 








Total Patients 


Patients, Per Cent 





Study Group and Clinic 








um er Cent n g. or 
< Number Per © Less tha 99 M 
40 Mg. 40-50 Mg. 51-98 Mg. More Protein 
Protein Protein Protein Protein Unknown 
All patients 765* 100.0 45.4 23.3 26.5 43 0.5 
Not Previously Treated 

Bellevue 20 100.0 65.0 15.0 20.0 outie seen 
Boston Psychopathic SEAS wate wae ate Poe brass 
Emory University 22 100.0 13.6 36.4 31.8 18.2 re 

8) 76 100.0 71.1 9.2 18.4 13 i. 
Johns a Hospital 52 100.0 48.1 13.4 30.8 7.7 mth 
New York Hospi 53 100.0 35.8 18.9 35.8 7.6 1.9 
University of Michigan 3 100.0 ee ee Seat Bot apa de 
University of Pennsylvania 38 100.0 36.8 47.4 10.5 5.3 iow 
Total 264 100.0 48.9 20.1 24.6 6.0 0.4 

Previously Treated 
Bellevue 39 100.0 64.1 12.8 23.1 ioe gene 
Boston Psychopathic 7 100.0 ee Saat ope EEN eens 
Emory University 80 100.0 36.2 26.3 32.5 5.0 
Hot 8 72 100.0 73.6 11.1 15.3 pee ea se 
Johns a 9s Hospital 90 100.0 30.0 24.4 37.8 78 Bae 
New Yor! pegs ceed 80 100.0 38.8 18.7 38.8 1.2 2.5 
University of Michigan 14 100.0 14.2 42.9 42.9 hin sake 
University of Pennsylvania 110 100.0 40.9 41.8 13.6 3.7 aie 
Total 492 100.0 43.3 25.4 27.4 3.5 0.4 
* Includes 9 patients for whom previous treatment status was unknown. 
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sion as to significance of cell count and total 
protein levels was based upon standards of 
normality established within each clinic. 
Second, determination of change was based 
upon the absolute level found by the same 
clinic when the patient came under study 
treatment. Thus, changes occurring in each 
patient were based on his own original level 
of total protein or cell count, all determina- 
tions being made in the same laboratory 
with but few exceptions. 

With respect both to cell count and pro- 
tein determinations, limitations in the reli- 
ability of methods, varying degrees of 
excellence of technicians, and differences in 
techniques preclude sound analysis based 
upon minor variations. For these reasons, 
broad trends alone will be considered. 

In order to facilitate discussion, and for 
this reason alone, cell counts of 0 to 4 will 
hereafter be referred to as “normal’’; cell 
counts of 5 to 10, as “borderline,” and cell 
counts of 11 or more, as “abnormal.” Pro- 
teins of less than 40 mg. per 100 cc. will 
be termed “normal”; proteins of 40 to 50 
mg. per 100 cc., “borderline,” and proteins 
of 51 mg. per 100 cc. or more, “abnormal.” 


Effects of Penicillin Therapy on Cell 
Count and Total Protein 

Among 756 patients with known pretreat- 
ment cell count the percentage of abnormal 
cell count (11 cells or more) fell rapidly, 
from 60.1% before treatment to 12.2% at 
six months, 5.9% at one year, and there- 
after gradually to 0.4% at four years after 
treatment. Among 760 patients with known 
pretreatment protein determination the per- 
centage of abnormal proteins (51 mg. per 
100 cc. or more) fell more gradually, from 
30.9% before treatment to 14.2% at six 
months and 11.5% at one year after treat- 
ment. From one to four years after treat- 
ment there was no appreciable fall in the 
percentage of abnormal proteins. 

In contrast, the percentage of borderline 
cell counts showed no significant trend and, 
indeed, was 11% before treatment and at 
four years after treatment. Similarly, the 
percentage of borderline proteins remained 
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essentially constant, being 23% before treat- 
ment and 21% at four years after treatment. 

The following conclusions can be drawn: 
(a) Definitely abnormal cell counts almost 
completely disappear during the first four 
years following penicillin therapy of asymp- 
tomatic neurosyphilis; (b) definitely abnor- 
mal protein levels significantly decrease in 
frequency during the first year after treat- 
ment and remain constant at a relatively low 
frequency thereafter; (c) borderline cell 
count and protein levels persist at an un- 
changed frequency throughout the four-year 
period, strongly suggesting that, in the 
present cooperative study at least, they are 
truly borderline, rather than definitely ab- 
normal. 

Patients with pretreatment cell counts of 
10 or less, whether they received only one 
or repeated courses of penicillin, showed 
practically no elevation of cell count 
throughout the four-year observation pe- 
riod. The 373 patients with a pretreatment 
cell count of 11 or more who received only 
one course of penicillin showed a rapid 
return of cell count to normal during the 
first year and remained normal thereafter. 
In contrast, the 81 patients with a pretreat- 
ment cell count of 11 or more who received 
more than one course of penicillin showed 
evidence of slower response, with 34% 
abnormal cell counts at one year, 21% at 
two years, and 10% at three years. Prac- 
tically all were normal at four years. A 
small proportion of patients with abnormal 
pretreatment cell counts responded incom- 
pletely to the initial course of penicillin and 
require re-treatment to secure an eventually 
satisfactory outcome. In terms of the group 
of 454 patients with abnormal pretreatment 
cell counts, in 9% these were still elevated 
at one year after treatment, providing some 
estimate of the maximum proportion of pa- 
tients who can be said to require re-treat- 
ment on the basis of elevated cell count 
alone. 

Patients with pretreatment proteins of 50 
mg. per 100 cc. or less, whether they re- 
ceived one or repeated courses of penicillin, 
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showed a low, relatively constant percentage 
of abnormal proteins throughout the four- 
year observation period. In contrast, pa- 
tients with pretreatment proteins of 51 mg. 
per 100 cc. and over showed a significantly 
higher percentage of abnormal proteins 
throughout the four-year observation period. 
This was the case for patients who received 
only one course as well as for patients who 
received more than one course of penicillin, 
although the percentage of abnormal pro- 
teins was consistently higher for the latter 
group. It may be concluded that a signifi- 
cant percentage of patients with abnormal 
pretreatment spinal fluid protein levels re- 
tain these abnormal levels for observation 
periods up to four years. In terms of the 
group of 235 patients with abnormal pre- 
treatment proteins, 31% of these values 
were still abnormal at one year, 26% at 
two years, 22% at three years, and 20% 
at four years. In view of the insignificant 
number of clinical progressions,' it is highly 
improbable that persistently abnormal pro- 
tein levels alone are indicative of a poor 
prognosis. 

-In addition to the level of pretreatment 
cell count and total protein, other variables 
which possibly may affect spinal fluid out- 
come are race and sex, age, year of treat- 
ment, type of treatment previous to study 
treatment, and amount and type of penicillin 
given as study treatment. In order to com- 
pare broad trends, outcome will be de- 
scribed as satisfactory or unsatisfactory. A 
satisfactory result with respect to cell count 
is defined as either no increase in patients 
with pretreatment cell count of 0 to 4 or 
a decrease to a lower cell-count group in 
patients in the pretreatment cell-count 
groups of 5 to 10, 11 to 30, and 31 and 
more. A satisfactory result with respect to 
protein is defined as either no increase, in 
patients with pretreatment protein of less 
than 40 mg. per 100 cc., or a decrease to a 
lower protein group in patients in the pre- 
treatment protein groups of 40 to 50 mg., 
51 to 98 mg., or 99 and more mg. per 
100 ce. 


With respect to cells, all race and sex 
groups show a very high and essentially 
similar percentage of satisfactory results. 
With respect to protein, there are signifi- 
cant differences. White males consistently 
show the lowest percentage of satisfactory 
results throughout the four-year observation 
period; Negro females, the highest, and 
white females and Negro males occupy an 
intermediate position. Outcome is less favor- 
able in white patients than in Negroes, and 
in males than in females. This race and sex 
difference is consistent ‘with the known 
higher incidence of clinical parenchymatous 
meurosyphilis in males than in females, and 
in white patients than in Negroes. It is 
reasonable to assume that preclinical par- 
enchymatous involvement is distributed in 
the same manner in the present group of 
patients with asymptomatic neurosyphilis. 

With respect to the behavior of cells and 
protein as related to age at study treatment, 
no consistently significant differences in 
trends are in evidence. Similarly, analysis 
by year of treatment reveals no significant 
differences. 

Outcome following penicillin study treat- 
ment is not significantly influenced by pre- 
vious therapy with metals in either ade- 
quate * or inadequate quantities. Only 52 
patients were known to have received peni- 
cillin treatment prior to initial penicillin 
study treatment. The outcome in this rela- 
tively small group with respect to cells was 
not significantly different than in the larger 
groups of patients previously untreated or 
previously treated with metal chemotherapy. 
With respect to protein there is some sug- 
gestion that patients previously treated with 
penicillin may have done less well. This is, 
however, not considered to be a significant 
difference, because the patients previously 
treated with penicillin were a_ relatively 
small group largely selected for study treat- 
ment (in this case, actually re-treatment) 
because of failure to respond to penicillin, 
usually given elsewhere, often in undeter- 


* Defined as a minimum of 20 arsenical injec- 
tions and 20 heavy-metal injections. 
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TABLE 4—Abnormality of Cell Count and Total Protein by Status at Time of S tudy 
Treatment* and at Time of Re-Treatment for Those Receiving Additional Therapy for 
Neurosyphilis 








Study Treatment 


Re-Treatment 





Treated Prior to 


Abnormality of cells and protein 
Study Treatment 


at time of treatment or re-treat- 


Re-Treated for Neurosyphilis 


Untreated Prior to 
After Study Treatment 


Study Treatment 





ment (as defined by treating 


clinic) Number Per Cent 
Total pationts. 2. ..<.-5235.225.50- 492 ike 
Abnormal] cell count__....--..-..- 337 68.5 
Abnormal total protein_......-._- 238 48.4 
Abnormal cell count and _ total 
yi ct: Dcanenp a esagntey aR gee NE Bee 188 38.2 


Number Per Cent Number Per Cent 
264 sei 95 MP Oed 
177 60.0 42 44.2 
121 45.8 27 28.4 

95 36.0 17 17.9 





* Excludes 9 patients for whom previous treatment status was unknown. 


mined amount. It is quite possible that the 
basis for re-treatment may have been simply’ 
elevated or borderline total protein. Re- 
treatment of a group selected from among 
the borderline (40-50 mg. per 100 cc.) group 
would be expected to result in a relatively 
high proportion of patients showing no im- 
provement if borderline total protein content 
were the only reason for re-treatment. 
Outcome with respect to cells ang protein 
was not significantly affected by the type of 
penicillin given as the initial study treat- 
ment course, either in the group as a whole 
or in patients given only one course of 
treatment. Patients treated with aqueous 
penicillin, penicillin in oil and wax, and 
procaine penicillin did equally well. 


With respect to cells, patients who re- 
ceived 2,400,000 to 4,799,999 units, 4,800, 
000 to 8,999,999 units, or 9,000,000 units 
or more did equally well. With respect to 
protein, patients who received 2,400,000 to 
4,799,999 units seemed to respond somewhat 
more slowly than those who received larger 
amounts, but the differences are not strik- 
ing. The 34 patients who received less than 
2,400,000 units of penicillin represent too 
small a-group upon which to base conclu- 
sions. 

As shown in Table 4, the group receiving 
additional penicillin showed, at the time of 
re-treatment, a decrease in those having 
markedly elevated cells and total protein, 
the larger proportion falling within the so- 


TABLE 5.—Distribution of Reasons for Study Treatment Among Patients Having Treatment and Those 
Having No Treatment Prior to Study Treatment, and Reasons for Re-Treatment Among Those Re- 
ceiving Additional Therapy for Neurosyphilis Subsequent to Study Treatment 








Untreated Prior to 
Study Treatment 


Re-Treated for Neurosyphilis 
After Study Treatment 


Treated Prior to 
Reason for Treatment Study Treatment 


or Re-Treatment 








Number Per Cent Number Per Cent Number Per Cent 
AT DOUG. oes eg 492 100.0 264 100.0 95 100.0 
Elevated cell count, normal 
POO fo ace 149 30.3 82 31.1 25 26.3 
= protein, normal cell 
Nabbickn oe takes pea weman 50 10.2 26 9.8 10 10.5 
Elevated cell count and elevated 
Tg pene CaaS hr EES Milebacs TONNES 188 38.2 95 36.0 17 17.9 
Other spinal fluid elements ab- 
normal, cell count and protein 
OPM si cok tans Pasi 97 19.7 58 22.0 15 15.8 
Clinical progression..............- eae Pen aE, 5* 5.3° 
Previous treatment considered 
WMNGONINNE i oes 4 8 aM, HS 13 13.7 
Unknown reason.__..-.....--..-- 4 8 3 1.1 13 13.7 








* Three of the patients — subsequent treatment for clinical progression also had abnormal spinal fluid findings and are 
included in both categories. 
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called normal limits of the two values. A 
considerably greater degree of spinal fluid 
activity was found in the group receiving 
study treatment only than among those re- 
ceiving subsequent treatment. In Table 5 
the reasons for study treatment in the 
groups with and _ without previous 
therapy and reasons for re-treatment after 
study treatment are compared. It will be 
noted that, in addition to evidence of lesser 
spinal fluid activity among the group sub- 
sequently given penicillin, the evidence sug- 
gests that many of them were so treated not 
on the basis of evidence of failure of “study 
treatment” but rather because, in light of 
further studies in therapy and availability 
of penicillin, it was thought advisable to 
re-treat with a larger dose of penicillin in 
order to “insure” the patient against pos- 
sible failure in case the dosage of penicillin 
given at study treatment might have been 
too small. For a number of patients no valid 
reason could be given for re-treatment. 
Furthermore, a large group was re-treated 
simply to see whether additional penicillin 
might not hasten the return to negativity of 
the spinal fluid components. 


Spinal Fluid Tests for Syphilis 

Although various techniques of spinal 
fluid examination were used by the cooper- 
ating clinics, with attendant differences in 
levels of sensitivity, the attempt to give a 
quantitative estimate of the spinal fluid titer 
can be considered, in a general way, to be 
valid. Since changes in spinal fluid tests 
for syphilis are measured only with respect 
to the initial finding for each patient, the 
comparison is within the clinic, so that de- 
termination of the change or lack of change 
in titer for each patient within a given clinic 
provides information which can be grouped, 
thus permitting analysis of spinal fluid re- 
sponse for the entire group of patients. 

From Table 6 it will be seen that only 
four (0.6%) of the patients had a negative 
spinal fluid test for syphilis at the time of 
study treatment; thus it is evident that the 
diagnosis rarely was based upon changes 
in cell count or total protein alone. Since it 


is known that false-positive spinal fluid 
findings are rare, the diagnosis of asympto- 
matic CNS syphilis was based firmly upon 
demonstrated specific changes. Not all 
clinics showed a spread of the positivity 
of the spinal fluid tests through all of the 
titer gradations; in some, titration was not 
carried through quantities less than 0.2 cc. 
This explains to some extent the high per- 
centage of spinal fluid tests reported as 
positive in 0.2 cc. shown in Table 6. 


TABLE 6.—Distribution of Results of Spinal Fluid 
Test for Syphilis at Time of Study Treatment 














: Patients 
Results of Spinal 
Fluid Test for Syphilis Number Per Cent 

TONE ee ye eo ee 705* 100.0 
Positive in 10 1.4 
Positive in 0, 69 9.8 
Positive in 108 15.3 
Positive in 110 15.6 
Positive in 217 30.8 
Positive in 69 9.8 
Positive in 72 10.2 
Positive in 24 3.4 
PIOMROE o ee 10 14 
IOOUMEIV Gi a ce OS ihe) 4 0.6 
PE iin as cunaedocbakcr cute wee 12 1.7 





* Excludes 60 patients treated at Bellevue Hospital, where 
results were reported in terms of New York State titer. 


To allow for variation in the individual 
laboratories, a one-dilution change in spinal 
fluid (and in blood) titer is considered as 
“unchanged,” while a change of two dilu- 
tions or more is considered as decreased or 
increased positivity in accord with the direc- 
tion of the change. In relating spinal fluid 
and serologic behavior to the various fac- 
tors, the percentage improved at post-treat- 
ment observation includes those either 
remaining or becoming negative plus those 
with decreased titer in ‘relation to titer at 
study treatment. 

With passage of time there is a gradual 
increase in the number of patients showing 
decrease in spinal fluid positivity or reversal 
to negativity. There is, though, a noticeable 
difference between the group receiving peni- 
cillin after study treatment and those receiv- 
ing no additional treatment. The percentage 
showing improvement at any time period 
is consistently smaller among those subse- 
quently treated. However, the general trend 


373 








of both groups is one of decrease in strength 
of positivity. 

There appears to be no significant differ- 
ence in the general response of spinal fluid 
test for syphilis as related to sex or race. 
In all race-sex groups the tendency is for 
gradual improvement. 

In the group receiving no penicillin sub- 
sequent to study treatment, there is, at all 
time periods, an increased proportion show- 
ing improvement in the age group 20 to 29 
as compared with those groups of 30 years 
and over. On the other hand, among those 
given additional penicillin there was no ap- 
parent difference in the percentage showing 
improvement as related to age. When du- 
ration of infection is considered in relation 
to age, it is found that the younger the 
patient or the shorter the duration of dis- 
ease the greater the tendency for spinal 
fluid improvement. 

In the patients receiving no additional 
penicillin after study treatment, the group 
receiving 2,400,000 to 4,799,999 units of 
penicillin showed improvement in spinal 
fluid test as great as, or even greater than, 
those receiving larger doses, suggesting that 
increasing the dosage had little effect on the 
spinal fluid outcome. 

There are no essential differences in re- 
sponses to the spinal fluid test for syphilis 
which can be related to the type of penicillin 
used or to years of treatment. 

In the group receiving no treatment sub- 
sequent to study treatment pronounced im- 
provement in the spinal fluid test for 
syphilis’ was found among the patients 
showing abnormalities in total protein and/ 
or cell count. The most rapid response was 
found in the groups showing abnormal cells, 
regardless of the protein status. Improve- 
ment of spinal fluid test for syphilis follows 
essentially the same general pattern in the 
group receiving additional penicillin, but at 
a somewhat lower level. 


Spinal Fluid in Relation to 
Seronegativity at Study Treatment 


The question often is raised as to the 
relationship between the STS of the blood 
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and the existence of asymptomatic CNS 
syphilis. This group provided an opportu- 
nity to relate the two factors. The fact that 
various clinics used various techniques for 
testing the blood makes impossible the study 
of any particular technique. But it is felt 
that there probably is justification for gen- 
eralization from the findings. In Table 7 
the relationship between strength of spinal 
fluid positivity and blood serologic nega- 
tivity is shown. 


TABLE 7.—Number and Percentage of Paiients 
Having Blood Serologic Negativity by Degree 
of Positivity in Spinal Fluid Wassermann, 
at Time of Study Treatment 








Patients with Blood 








Degree of Positivity Patients Serologic N 

in Spinal Fluid Observed, 2 ern so ona 

No. Number Per Cent 
Negative... - 52 ccc ice. 4 me 0.0 

Doubtful in largest amount ¢ : 

og GENO CER se ea 10 3 30.0 
Positive in 0.8 ec._.......... 24 3 12.5 
Positive in 0.5 or 0.6 cc.____- 72 4 5.6 
Positive in 0.4 cc............ 69 6 8.7 
Positive in 0.2 ec.......-.._. 217 7 3.2 
Positive in 0.1 cc... 110 5 4.5 
Positive in 0.05 cc... 108 1 0.9 
Positive in 0,02 cc._- 69 3 4.3 
Positive in 0.01 cc.._.____- 10 0.0 
ig EIR ar ate ea pia 765* 32 4.2 





ported in New York State titer and 12 patients for grhom degre 
was reported as having blood. serologic hogasivite ak sted 
treatment. 

It is seen that, of the 765 patients diag- 
nosed at study treatment as _ having 
asymptomatic CNS syphilis, 32 (4.2%) 
were reported as being seronegative at this 
particular time in the course of the disease. 
Because the study treatment was used as a 
point of reference in this analysis, the sero- 
logic test for syphilis considered in this 
tabulation was that performed on or nearest 
the date of study treatment. Frequently 
seronegativity was recorded on the basis of 
a single test procedure. Hence so-called 
seronegative asymptomatic CNS syphilis as 
recorded here can be said to represent the 
maximum percentage of seronegativity to 
be expected were a single test performed on 
each of a group of patients with asympto- 
matic CNS syphilis. 
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Blood Test Status Following Treatment 


In this cooperative effort not all clinics 
used the same type of serologic test for 
syphilis (STS). However, standardization 
of test procedures, antigens, or levels of 
sensitivity among clinics was considered un- 
necessary, since the individual clinics, for 
the most part, used the same testing tech- 
niques throughout the time period of the 
study and the serologic status of patients 
during post-treatment observation has been 
evaluated as improved, unchanged, or pro- 
gressed in relation to status in the given 
clinic at time of treatment. 


TABLE 8.—Distribution of Results of Blood Test 
for Syphilis at Time of Study Treatment 











Patients 
Results of Blood 
Test for Syphilis Number Per Cent 
MMR ius ns Uae. c Seni wens omen dcdee 705* 100.0 
Quantitative tests: 
1:512 or greater 8 1,1 
RUM OF BUG, cnoddia ads caspoecenees 67 9.5 
BORNE Biciseny Sub 4b nb ewer awae moma 128 18.2 
DUTTA: co cceck ia cet tbc de nepesnuede 164 23.3 
+” TRA OR Naa Baa) a Stee Gpappee 95 13.5 
BMPR. So5ck acide clvanacuc Waser 108 15.3 
Qualitative tests: 
A Ma ECL. duce tl eek 32 4.5 
MEM ip cdc knccelins abckkuwncaiine 22 3.1 
1 GRR RP fea se icp cpm peo Mise 34 48 
MUNN. Soc COL elk. Cas 32 4.6 
MUG oGs as dcictundancpubeacshanens 15 2.1 





* Excludes 60 patients treated at Bellevue Hospital, where 
results were reported in terms of New York State titer. 

In Table 8 is shown the degree of posi- 
tivity of blood serologic tests at time of 
study treatment. There were 4.6% with 
negative serologic tests and 7.9% with 
doubtful serologic tests (doubtful or 1+- 
2+). In all, a minimum of 28% of patients 
had titers of 2 units-or less, clearly demon- 
strating that the low STS titer is by no 
means infrequent in asymptomatic neuro- 
syphilis. 

There is no significant difference in trend 
towards seroreversal among those receiving 
only study treatment and those receiving 
additional penicillin after study treatment. 
Both groups contain some patients in whom 
there was serologic behavior which was in 
the direction opposite to improvement, i.e., 
becoming more strongly positive or becom- 
ing positive after previous negativity. 


In the past, there has been speculation 
regarding the relationship of the response 
of blood titer and spinal fluid test for syph- 
ilis following penicillin treatment. Specific- 
ally, the question has been this: Is a blood 
titer decrease or increase after treatment 
indicative of a similar change in the spinal 
fluid test for syphilis? In attempting to 
determine this relationship from the present 
material, only patients having no antisyph- 
ilitic therapy prior to or subsequent to study 
treatment were considered (233 patients 
were in this category). Of those with satis- 
factory serologic status (those who remained 
negative, became negative, or experienced 
a quantitative decrease of at least two dilu- 
tions) at three months after treatment, only 
slightly more than 20%, one patient out of 
five, showed a satisfactory spinal fluid test 
for syphilis status. At one year after treat- 
ment, approximately 60% of those with 
satisfactory serologic status also had satis- 
factory spinal fluid response, and this per- 
centage did not increase materially at two 
years after treatment. On the other hand, 
among those with unchanged blood status 
at three months after treatment 8.5% of 
the patients showed improved spinal fluid 
status, and at two years after treatment 
42% had experienced improvement in spinal 
fluid status. Among those who showed an 
actual increase (at least two dilutions) in 
serologic titer at one year after treatment, 
approximately 40% had satisfactory spinal 
fluid response. Serologic response does not 
reflect, with any degree of accuracy, the 
response of the spinal fluid test for syphilis 
to penicillin therapy. It cannot be utilized 
for evaluation of status in asymptomatic 
neurosyphilis. 


Summary of Results of One Course 
of Penicillin Therapy 

An analysis of the patients who were 
given no antisyphilitic therapy prior to 
study treatment has been prepared in order 
to give the clinician some measure of the 
effectiveness of a single course of penicillin 
in the treatment of asymptomatic neuro- 
syphilis. Patients untreated prior to study 
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treatment who received therapy subsequent 
to study treatment have been included to 
the time of such re-treatment. These re- 
sults are expressed in terms of the per- 
centage with normal findings in the blood 
serologic test for syphilis, spinal fluid test 
for syphilis, cell count, protein determina- 
tion, and activity of the spinal fluid among 
those with abnormal findings at study treat- 
ment in the particular measure of treatment 
effectiveness under consideration. The at- 
tainment of satisfactory results in each 
measure has been considered on a cumula- 
tive basis, with adjustment having been 
made for patients lost from observation. 
For instance, at two years after treatment 
with a single course of penicillin 20% of 
those with positive blood at study treatment 
had attained negative serologic results; 26% 
of those with positive spinal fluid test for 
syphilis at treatment had negative findings; 
72% of those with cell count of 5 or more 
at study treatment had 0 to 4 cells, and 50% 
of those with protein of 40 mg. or more at 
treatment had less than 40 mg. protein. 
Also, of those with active spinal fluid (de- 
fined as 5 or more cells and 40 mg. or more 
protein) at study treatment, 43% had 0 to 4 
cells and less than 40 mg. protein at two 
years after treatment. 

Among the patients with no treatment 
prior to study treatment, there was only one 
clinical progression. In this patient, a minor 
neurologic change was noted at 31 months 
after treatment. 


Summary and Conclusions 

The present report presents an evalua- 
tion of the efficacy of treatment in 765 
patients with asymptomatic neurosyphilis as 
measured by laboratory methods. 

Changes in results of laboratory tests 
following treatment were related to the 
test status of the given patient in a given 
clinic at the time of study treatment. Test 
results were considered to be essentially 
unchanged, less positive, or more positive. 
In this way changes in laboratory findings 
from all clinics have been analyzed as in 
a single group of patients. 
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The range of cell count of 5 to 10 and 
total protein of 40 to 50 mg. per 100 cc. is 
a borderline zone and probably is within 
the limits of normality. . 

After successful treatment, abnormal cell 
counts disappear almost completely within 
four years; total protein values change more 
slowly but do not show the same degree of 
reversion to what is considered normal 
limits within that period. 

As measured by fall in cell count, which 
is the most sensitive index, no clear-cut 
relationship between treatment success or 
failure and size of penicillin dosage could 
be demonstrated. At most, from cell-count 
studies, it would seem that 9% of patients 
might be expected to show need for re- 
treatment at the end of one year’s observa- 
tion, without regard to the original penicillin 
dosage used. It is probable that this may 
represent a composite group of patients 
truly representing failure and patients slow 
to respond. 

It appears that persistently abnormal 
spinal fluid total protein levels alone are not, 
in themselves, indicative of poor prognosis. 

Significant differences in total protein 
response were observed in relation to sex 
and race. The total protein outcome was 
less favorable in white persons than in 
Negroes and in males than in females. 

Spinal fluid tests for syphilis showed a 
gradual decrease in positivity with passage 
of time after treatment; this was more pro- 
nounced in the group receiving only a single 
course of penicillin. 

Improvement in spinal fluid test for syph- 
ilis is more rapid in the younger patient, in 
the one with disease of shorter duration, 
or in the one with abnormal cell count. 

A minimum of 28% of the patients with 
asymptomatic CNS syphilis had a biood 
serologic titer of 2 units or less. Thus, a 
weak serologic reaction cannot be consid- 
ered as indicating absence of spinal fluid 
involvement. 

Following penicillin treatment for asymp- 
tomatic CNS syphilis there is a gradual 
trend toward seroreversal. 
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There seemed to be no relationship be- 
tween serologic negativity and degree of 
spinal fluid positivity at onset of study 
treatment. 

Changes in the blood STS following peni- 
cillin treatment do not reflect, with any 
degree of accuracy, changes in the spinal 
fluid test for syphilis. 

Asymptomatic CNS syphilis responds ex- 
tremely well to treatment with penicillin. 
Re-treatment on the basis of persistent 
positive laboratory findings alone is not rec- 
ommended unless the cell count increases 
significantly after treatment, remains un- 
changed at an elevated level for six months 
after treatment, or increases significantly 
after approaching normalcy or _near- 
normalcy following treatment. 
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Basidiobolus ranarum Eidam has _ been 
known since 18871 as a saprophytic fungus 
found in many parts of the world in the di- 
gestive tract of frogs and lizards and in 
beetles which feed upon the excrement of 
these animals and are in turn eaten by them. 
We have studied two unusual cases of sub- 
cutaneous infections in man in Indonesia 
in which this fungus was established as the 
etiologic agent. The fungus is a member of 
the family Entomophthoraceae in the class 
Phycomycetes. Two other families of the 
Phycomycetes (Mucoraceae and Mortierel- 
laceae) contain fungi which are better 
known as pathogens of man, but proved in- 
fections caused by even these fungi are rare, 
and no representatives of any of the three 
groups have been found previously as path- 
ogens of man in Indonesia. 

In tissue sections the fungi representing 
these three families cannot be differentiated 
with certainty. All are characterized by 
branching hyphae of large diameter and in- 
frequent septation. A specific identification 
requires a study of the fungus in culture. 
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Report of Cases 


Case 1.—An Indonesian boy, age 4 years, was 
hospitalized Nov. 25, 1954. He had a subcutaneous 
swelling covering nearly the whole left pectoral 
region and extending to the left axilla. The swell- 
ing formed a firm, sharply demarcated disk 1.5 cm. 
thick, with thinner edges, lying between the skin 
and the superficial fascia. It was not adherent to 
the fascia, from which it could be easily lifted. 
The firm swelling contained several small areas 
which were somewhat soft. The overlying skin 
was bluish-red. 

According to the patient’s parents, the swelling 
started as a small subcutaneous nodule six months 
before admission to the hospital and gradually 
increased in size. The skin covering the swelling 
appeared normal until one week before admission, 
when it became somewhat bluish-red. 

Apart from the presence of this swelling, the 
patient felt well and his general condition was 
good. Regional lymph nodes were not eniarged. He 
had no pain and no fever. X-ray films made of the 
lungs showed no abnormalities. 

Laboratory Data:—On admission the total white 
cell count was 7100, with 37.5% lymphocytes, 
7.5% monocytes, 44.5% neutrophiles and 10.5% 
eosinophiles. The hemoglobin value was 84%. The 
red cell count was 3,810,000 per cu. mm. Blood 
sedimentation rate was 40 mm. over a period of 
one hour and 75 mm. over two hours. Tuberculin 
reaction was negative. 

Histopathology:—On Nov. 27, 1954, a biopsy 
specimen (No. 66398) from the swelling was 
taken. It was examined after formalin fixation. 
It was a small piece of tissue about 1 cm. in di- 
ameter consisting of granulomatous tissue. This 
granulomatous tissue had replaced the subcutaneous 
fat tissue, although in many areas small pieces of 
fat tissue were left. The periphery of the lesion 
was sharply separated from the healthy fat tissue. 
In the granulomata cross sections and, less fre- 
quently, longitudinal sections of hyphae were seen 
(Figs. 1 to 4). The diameter of the hyphae was 
from 8 uw to 22». They showed no obvious septate 
divisions in the tissue sections available. The walls 
of the hyphae were thin and showed a light blue 
color with hematoxylin and eosin stains. Some 
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Fig. 1 (Case 1).—Cross sections of two hyphae 
of Basidiobolus ranarum in a foreign-body giant 
cell. Hematoxylin and eosin stain; x 480. 





Fig. 3 (Case 1).—Granulation tissue containing 
numerous eosinophiles and cross sections of hyphae. 
Each hypha is surrounded by a ring of eosinophilic 
material. Hematoxylin and eosin stain; x 288. 


hyphae contained a pale-blue-staining granular 
protoplasm. However, most of them were empty, 
probably because of extreme shrinkage of the very 
fluid, vacuolate cytoplasm, or because the contents 
had fallen out during the process of mounting and 
staining. 

The hyphae were not abundant, and only a few 
were found in each slide. They occurred singly, 
not in groups. Since the wall was thin, they did not 
stand out conspicuously in the hematoxylin-and- 
eosin-stained specimens. However, a number of the 
hyphae were surrounded by a granular eosinophilic 
mass, which formed a thick ring around the hyphae 
seen in cross section (Figs. 2, 3, 4). These granu- 
lar eosinophilic rings were sufficiently conspicuous 
to aid in locating hyphae. 

The granulomatous reaction accompanying this 
fungus was characterized by the presence of pseu- 
dotubercles with multinucleated giant cells, a num- 
ber of small abscesses, and a large number of 
eosinophiles. Small necrotic areas were seen in the 





Fig. 2 (Case 1).—Cross sections of hyphae in 
fibrous tissue, each hypha surrounded by a ring of 
eosinophilic material. Hematoxylin and eosin stain; 
x 430 





Fig. 4 (Case 1).—Abscess with hypha, neutro- 
philes, and eosinophiles. Hypha surrounded by 
eosinophilic material. Hematoxylin and eosin stain; 
x 288. 


tissue. The eosinophiles were found throughout 
the whole granulomatous tissue, with a tendency 
to collect about the hyphae. In certain areas they 
were present in such large numbers that the area 
was stained red. Neutrophiles were also found, 
mainly in the small abscesses or in small necrotic 
areas of the tissue. Most of the blood vessels were 
normal. A few had a thick wall and a narrow 
lumen. 

Hyphae were found in the pseudotubercles, in 
the small abscesses, in the necrotic areas, and also 
in the fibrous tissue. However, not all pseudo- 
tubercles and small abscesses contained hyphae. 
Fragmented hyphae were found also within the 
multinucleated giant cells (Fig. 1). Hyphae were 
not found in the blood vessels. 

Neither granulomatous tissue nor hyphae were 
found in the corium. The corium showed only 
infiltrations with round cells in the hair follicles, 
around the sebaceous glands, around the sweat 
glands, and around the blood vessels. A number 
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of hair follicles and sebaceous glands were atro- 
phic. The epithelium of the skin showed no ab- 
normalities. 

The diagnosis was mycotic granulomatous tissue 
probably caused by Mucor or a related fungus. 

Additional History:—After the diagnosis of the 
fungus infection had been made, the patient and 
his parents were questioned about the course of 
the disease. No history of an injury by a thorn or 
splinter and no history of a bite by an insect at 
the site of the first lesion could be obtained. 

No specific treatment was given to the patient. 
The swelling became gradually smaller and disap- 
peared entirely three months after admission to the 
hospital. : 

Cultivation of the Fungus:—Attempts were 
made to cultivate the fungus. For this purpose 
another biopsy specimen (No. 66531) was taken, 
on Dec. 4, 1954, It showed the same pathologic 
changes as described previously. Cultures were 
made on Sabouraud-glucose-agar and on Littman- 
oxgall-agar. Fifty-five colonies of a rapidly grow- 
ing fungus wefe obtained. 

On Dec. 15, 1954, a third biopsy (No. 66746) 
was made. This specimen showed the same path- 
ologic changes. Cultures made from this specimen 
yielded 10 colonies of the same rapidly growing 
fungus. : 

Mycological Studies:—The fungus produces on 
Sabouraud’s agar essentially flat and glabrous 
colonies which suggest a thin sheet of mycelium 
(Fig. 9). Growth is rapid at 30 C and colonies 
reach a diameter of 7 cm. in four days. Sub- 
cultures incubated at 37 C grow slowly. There is 
neither obvious aerial mycelium nor extensive deep 
penetration of the agar substratum. There is some 
irregular folding at the center of the colony, and 
radial grooves and striations extend from the 
central area. The colony is gray to pale yellow, 
and after a few days’ growth a thin whitish bloom 
appears on the surface. This appearance is due 
to the development of very short aerial hyphae 
extending just above the surface. 

Microscopic examination reveals vegetative hy- 
phae 8 to 20, in diameter, with more frequent 
septation than is present in Mucor, for example, 
and enormous numbers of chlamydospores and 
zygospores (Figs. 10 to 12). The zygospores are 
spherical, 40% to 50m in diameter, with a rather 
thick wall whose exterior surface is roughened 
by pits and warty excrescences (Fig. 12). 

A study of the origin of the zygospores shows 
that they develop after copulation of two adjacent 
hyphal cells. After the zygospore reaches maturity, 
the short copulation tubes remain clearly visible 
as a nipple-like extension of the walls near the 
adjacent ends of the parent cells (Figs. 10, 11). 
This sequence of events and the appearance of the 
zygospore in the enveloping mother cell easily 
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identified the fungus as a species of Basidiobolus. 

Relatively few species of Basidiobolus are rec- 
ognized. B. ranarum Eidam 1887 is the type species, 
and it is probable that B. lacertae and a few other 
names proposed for isolates from specific habitats 
or geographic areas are synonyms of B. ranarum.* 
In order to determine the species of Basidiobolus 
isolated from Case 1, we isolated B. ranarum 
from feces of Bufo marinus from a colony then 
available in the laboratory in the United States and 
from Bufo melanosticus and Rana cancrivora in 
Indonesia and compared the pathogen with these 
strains, as well as with published descriptions of 
the species. The strains differed slightly in dimen- 
sions, growth rate, and color, but all appeared to 
fall easily within the range of variability of B. 
ranarum. No significant differences justifying the 
description of a new species were found. There- 
fore, until the species’ of Basidiobolus are more 
narrowly delimited by a monographic study of the 
fungus as it occurs in various habitats throughout 
the world, we consider the fungus isolated from 
the patient’s lesions properly identified as B. 
ranarum, 

Attempts to reproduce the disease in animals 
have not as yet been successful. When a suspen- 
sion of mycelium and spores is injected into the 
subcutaneous tissues or peritoneal cavity of the 
mouse, small lesions may be found in which the 
inoculum is easily demonstrated and the fungus 
can be recovered after variable periods in culture. 
However, no progressive lesion is produced and 
there is no clear evidence in the mice examined 
that the fungus proliferates in this host and under 
the conditions tested. 

Case 2.—An Indonesian boy, age 8 years, was 
admitted to the hospital in November, 1950. He 
had a swelling of the subcutaneous tissue which 
started as a small nodule on the thorax two years 
before admission to the hospital and expanded 
gradually. On admission it covered an extensive 
area of the thorax, extending to both axillae, the 
upper parts of the left and right arms, and the 
upper part of the abdomen, and from here crossed 
the flanks to the buttocks. 

The swelling formed a sheet of firm tissue 
about 1.5 cm. thick. The borderline with the 
healthy tissue was sharp. It was not adherent to 
the superficial fascia, and one could grasp the 
edges of the swelling and easily lift it from the 
fascia. The skin covering the swelling appeared 
somewhat cyanotic but showed no other abnor- 
malities. 

The patient had no pain or fever, and he could 
attend: school without much discomfort. In fact, 
the patient felt well. 

No laboratory data were available from this 
case. 


* References 1 and 2. 
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Three biopsy specimens were obtained from the 
patient. The first one (No. 43289) was taken from 
the left upper arm near the axilla in December, 
1950, and the second one (No. 43666), from the 
right upper arm near the. axilla in January, 1951. 

Both specimens were sent to a_ pathologist. 
However, the exact nature of the disease was not 
recognized at that time. Because of the presence 
of eosinophiles in large numbers in the histologi- 
cal slides, a worm infection was suggested. No 
therapy was given to the patient, who, at his own 
request, was soon discharged from the hospital. 

Two years later, in November, 1952, the tissue 
sections were seen by one of us. They showed the 
same histologic changes as reported in Case 1. 





Fig. 5 (Case 2).—Granulomatous tissue showing 
cross sections of hyphae in the foreign-body giant 
cells. The tissue is infiltrated mainly with eosino- 
philes. The empty space between the giant cells 
represents remnants of subcutaneous fat. Hema- 
toxylin and eosin stain. 





Fig. 7 (Case 2).—Hypha in longitudinal sec- 
tion. Schiff stain. 

Cross and longitudinal sections of large hyphae 
were seen in the tissue (Figs. 4 to 8). These 
hyphae contained few septa and had thin walls. 
In a number of slides abnormal hyphae showing 


small nodules on the inner wall were found (Fig. 
8). 

The number of hyphae found in the tissue was 
small. They were not conspicuous. Some of them 
were surrounded by a granular eosinophilic mass. 

An attempt was then made to cultivate the fun- 
gus. The patient, who lived in a rural area far 
from Djakarta, was called up to the hospital. It 
appeared that the patient had nearly recovered. 
The swelling in the thorax, upper arms, and upper 
abdomen had disappeared entirely without any 
treatment. The swelling in the left flank and but- 
tock was surgically removed by a surgeon. 

The only swelling left was on the right buttock. 
It was firm, had a diameter of about 10 cm. and 





Fig. 6 (Case 2).—Abscess with section of hypha 
in the center. Abscess is surrounded by epithelioid 
cells showing a tendency to form giant cells. 
Hematoxylin and eosin stain. 





Fig. 8 (Case 2) Abnormal hypha with nodules 
on the inner wall. Schiff stain. 


it was covered by bluish-red skin. A small piece 
of tissue from the edge of the swelling was taken 
(N 47099). It turned out that this specimen was 
not taken from an appropriate place. The histo- 
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logic changes were not typical, showing only infil- 
trations with round cells and a few eosinophiles 
around the blood vessels. No pseudotubercles, no 
abscesses, and no hyphae were found. 

The patient went home after the third biopsy 
was done. We were informed some time later that 
he had completely recovered without any specific 
treatment. 

It was obvious that this second case was similar 
to the first one, with the difference that the lesions 
in this case covered a wider area. Tho'zh no cul- 
ture of the fungus was obtained, it would be ap- 
propriate to assume that the etiology of the second 
case was probably the same as that of the first 
one, i.e., B. ranarum. 


Fig. 9 (Case 1)—Culture of Basidiobolus ra- 
narum on Sabouraud’s agar incubated at 30 C for 
four days. Unstained. 


Fig. 11 a Case 1) ieee Reduced slightly 
from mag. X 430. 
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Comment 


Only a few of the fungi which cause 
human disease fall within the class Phyco- 


‘mycetes. The most important of these 


pathogens are Coccidioides immitis, which 
occupies an uncertain and anomolous taxo- 
nomic position; species of Absidia (Mucor) 
and Rhizopus falling within the family 
Mucoraceae, and species of Mortierella 
within the family Mortierellaceae. The three 
latter genera (and possibly also Coccidi- 
oides) are members of the order Mucorales. 


Fig. 10 (Case 1).—Zygospores showing char- 
acteristic position within mother cell and old copu- 
lation tubes. Reduced slightly from mag. x 430. 


BE EER dieing ‘era 
teristic warty walls. Reduced slightly from mag. 
x 
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Another order of the Phycomycetes, the 
Entomophthorales, includes three genera 
(Entomophthora, Massospora, and Conidio- 
bolus) which contain species parasitic on 
insects. A fourth genus within the order, 
Basidiobolus, is well known as a sapro- 
phyte in the excrement of frogs and lizards. 
Most of the species of Basidiobolus pro- 
posed appear to be synonyms of B. ranarum 
Eidam.? 

The role of Basidiobolus in mammalian 
disease is suggested in one report by Over- 
eem in 1925 of a granulomatous disease in 
a horse, in which a fungus identified as B. 
ranarum was isolated from fungus granules 
taken from draining sinus tracts in the 
lesion,? and in one very questionable case 
reported by Casagrandi in 1931 of a gastric 
ulcer in man in which poorly described 
bodies present on the surface of the ulcer 
were thought to resemble spores of the type 
found in cultures of Basidiobolus.t Appar- 
ently an important consideration in identify- 
ing these bodies as Basidiobolus was the 
fact that the patient came from Istria, where 
Lowenthal, some years before, had studied 
B. lacertae (B. ranarum) in lizards. No 
culture studies were made, and the report 
was apparently published several years after 
the observations were made. The histopa- 
thology and the morphology of the fungus, 
as reported in both Overeem’s and Casa- 
grandi’s cases, were quite unlike the appear- 
ance in the cases reported herewith. 

The diagnosis of an infection of the 
subcutaneous tissues caused by B. ranarum 
in Case 1 of this report was based upon the 
presence in tissues of hyphae which re- 
semble those of a Phycomycete in diameter, 
staining reaction, and lack of frequent sep- 
tation and upon the isolation in culture of 
65 colonies of B. ranarum from two biopsy 
specimens from the lesion. The diagnosis in 


+ References 4 and 5. 
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Case 2 was made upon review of sections 
of a biopsy specimen taken two years pre- 
viously and was based upon a similar clin- 
ical course and histopathology and _ the 
demonstration of similar fungus hyphae in 
tissue. Because the lesions were healing at 
the time a mycological study was attempted, 
biopsy specimens obtained at that time did 
not reveal the fungus and cultures were not 
successful in the second case. 


Summary 


Two cases of mycotic infection in Indo- 
nesian children characterized by induration 
and swelling of subcutaneous tissues over 
extensive areas of the body are reported. 
The lesions are granulomatous, and fungus 
hyphae are found throughout the active 
granulomata. The diagnosis of an infection 
caused by Basidiobolus ranarum is firmly 
established in the first case by the resem- 
blance of the hyphae in tissue to a Phyco- 
mycete and by the isolation in culture of 65 
colonies of B. ranarum from two biopsy 
specimens. A mycological study of the sec- 
ond case was made only after the lesions 
were nearly healed, but the presumptive 
diagnosis of the same mycosis appears to 
be justified. 
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Amodiaquin (Camoquin), first synthe- 
sized in 1946 by Burckhalter and associates,1 
is one of the 4-aminoquinolines, a group of 
compounds discovered after the develop- 
ment of quinacrine (Atabrine). Extensive 
investigations in the period 1946 to 1954 
with these compounds, particularly chlora- 
quine and amodiaquin, firmly established 
their value in the suppressive treatment of 
vivax and falciparum malaria.? The value 
of chloroquine and quinacrine in the treat- 
ment of discoid lupus erythematosus is 
well established and need not be reviewed. 

Having almost simultaneously encount- 
ered two patients with chronic discoid lupus 
erythematosus who failed to respond to 
quinacrine and chloroquine therapy, we de- 
cided to try amodiaquin, since a_ small 
supply was available to one of us (R. B. P.) 
through a local pharmacy. The results in 
these and in subsequent patients were very 
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Camoquin hydrochloride is supplied by Parke- 
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gratifying, thus prompting this preliminary 
report. 


Report of Cases 


Case 1.—A 31-year-old white woman was first 
seen by one of us (R.B.P.) on June 9, 1955, pre- 
senting three indurated, scaling, and atrophic 
erythematous plaques, which were typical of 
chronic discoid lupus erythematosus, and had been 
present for two years. She had been treated by 
one dermatologist who used intramuscular bismuth 
and ‘freezing with solid carbon dioxide without 
success. Another dermatologist prescribed chloro- 
quine for three weeks and placed her on an acid- 
ash diet during treatment. Her poor response 
prompted her to seek another physician. On June 
23, 1955, after two weeks of failure to effect 
response with intramuscular bismuth and topical 
hydrocortisone ointment, it was decided that per- 
haps another antimalarial drug might be of benefit. 
Amodiaquin (Camoquin), 0.2 gm. twice daily, 
was given for one week; then the dose was re- 
duced to 0.2 gm. daily. At the end of one week 
there was dramatic loss of erythema and in- 
filtration. At the end of three weeks only slight 
scaling and atrophy were evident, and amodiaquin 
was stopped. She was instructed to avoid the 
sun and use a sun-filtering agent. No relapse 
has occurred to the time of this writing. The 
patient complained of no toxic reaction from the 
drug. 

Case 2.—A 43-year-old white woman had three 
large disfiguring infiltrated pruritic scaling and 
atrophic plaques on the forehead, right side of 
face, and left upper lip of 14 months’ duration. 
Gradual progression occurred in spite of pro- 
longed treatment with quinacrine and chloroquine. 
A hemogram showed a white blood count of 4,900 
and a sedimentation rate of 27 mm. (normal, 
0-20 mm.) in one hour. Amodiaquin in doses of 
0.2 gm. twice daily was started. After one week, 
erythema and infiltration had regtessed nearly 
90%, and symptoms of itching and burning were 
absent. The same dose was continued for a second 
week, with further improvement, and it was in- 
teresting to note a reduced sedimentation rate to 
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17 mm. and an elevation in the white count to 
7,850. For the next eight weeks the patient took 
0.2 gm. daily, maintaining remission. However, 
when the dose was dropped to 0.2 gm. weekly, 
symptoms of itching returned in one of the lesions 
and a slight erythema was noticed. She has 
noticed no toxic symptoms, and abnormal labora- 
tory findings of the blood, urine, and liver have 
not been evident. It is hoped that a maintenance 
dose can be established. 

CASE 3.—A 42-year-old white woman, gave a 
10-year history of recurrent, urticarial, evanescent- 
type localized lupus erythematosus of the face and 
arms. Gold therapy was not tolerated. Response 
to quinacrine was fair, but she objected to the 
yellowing of her skin. Prolonged chloroquine 
therapy failed to produce remission. In July, 1955, 
amodiaquin, 0.2 gm. twice daily, was given. Three 
days later the lesions had disappeared, and the 
drug was stopped. In August, 1955, there was a 
slight recurrence, and amodiaquin, 0.2 gm. twice 
daily, was given again for one week with com- 
plete remission of all lesions. She was maintained 
on 0.2 gm. daily for three weeks without recur- 
rence until she was last seen on Sept. 30, 1955. 
No toxic symptoms were complained of, and 
hemograms and urine were not abnormal. 

Case 4—A 45-year-old white woman, had re- 
currence of a 1 cm. plaque of chronic discoid 
lupus erythematosus on the left. side of her nose. 
She had been treated in 1949 by intravenous in- 
jections of gold sodium thiosulfate and by freezing 
with solid carbon dioxide. On Aug. 20, 1955, she 
was given amodiaquin in doses of 0.2 gm. twice 
daily. Within one week, the lesion completely 
disappeared, leaving behind a small area of brown 
pigmentation, and the drug was stopped. To the 
date of this writing there has been no recurrence. 

Case 5.—A 46-year-old white man, presented 
typical patches of discoid lupus erythematosus on 
the ears, forehead, and parietal area of the left 
side of the scalp, slowly enlarging since onset three 
years before. At various times in the past he had 
been treated with gold sodium thiosulfate, ap- 
plications of solid carbon dioxide, oral vitamin E, 
bismuth sodium triglycollamate (Bistrimate), and 
calcium pantothenate, and topically had used 
hydrocortisone ointment and sun-screening agents. 
On July 20, 1953, favorable response occurred 
when 0.25 gm. of chloroquine was given twice 
daily, but relapse occurred in spite of a mainte- 
nance dose of 0.25 gm. daily. Starting on Sept. 
21, 1955, amodiaquin was given in doses of 0.2 gm. 
twice daily for one week and then reduced to 0.2 
gm. daily for the week following. This resulted 
in prompt and dramatic response with loss of burn- 
ing sensation and erythema. This occurred in spite 
of continued exposure to sun in his work as an 


Oceanographer, and thus far no relapse has oc- 
curred. 


Case 6.—Patient aged 35, had had typical discoid 
lupus. erythematosus for 10 years, previously 
treated with injections and topical ointments. 
Examination revealed typical erythematous and 
atrophic discoid patches in perfect “butterfly” 
distribution. Amodiaquin in doses of 0.2 gm 
was given twice daily for one week, and on the 
following week the dose was reduced to 0.2 gm. 
daily. There was prompt loss of erythema and 
itching. Slight relapse was noted on Oct. 19, 
1955, and the above routine was again started. 
All erythema disappeared within four days. No 
abnormalities of the blood or urine were present 
before or after treatment. 

Case 7.—Patient aged 37, had progressive dis- 
coid lupus erythematosus with atrophic pigmented 
and erythematous patches on the outer cheeks, 
nose, and forehead.. Previous treatment with in- 
jections was ineffective. There was slight im- 
provement after quinacrine therapy, but none with 
chloroquine. On Sept. 14, 1955, amodiaquin was 
prescribed in doses of 0.2 gm. twice daily. -How- 
ever, because of nausea and anorexia, the dose was 
reduced to 0.2 gm. every other day. On Sept. 30, 
1955, marked improvement was noted, and the drug 
was stopped. No further follow-up information is. 
available, since the patient has not returned for 
observation. 

Case 8—A _ 56-year-old woman, had _ typical 
discoid lupus erythematosus over the nose and 
cheeks, which had progressed since onset in 
February, 1954. A temporary response occurred 
after chloroquine therapy for several weeks, but 
nausea, diarrhea, diplopia, and nervousness forced 
temporary reduction of the dosage to 0.25 gm. 
every other day, and a relapse occurred. On July 
16, 1955, amodiaquin, 0.2 gm. twice daily, was 
prescribed. At the end of one week there was 
moderate to marked improvement, and the dose 
was reduced to one tablet daily. Two days later 
she stopped taking the drug because of nausea 
and anorexia, and relapse promptly recurred. Be- 
cause of the favorable response in other patients, 
she was finally persuaded to try amodiaquin again 
on Oct. 20, 1955. A small dose of 0.1 gm. twice 
daily was given for one week and was well 
tolerated. During the following two weeks she 
was able to tolerate 0.2 gm. twice daily, and 
marked improvement was noted. She is now on 
a maintenance dose of 0.1 gm. daily, with only 
slight atrophy remaining. 

Case 9.—A 3l-year-old Mexican woman had 
had chronic discoid lupus erythematosus of the 
face in 1948, which cleared under unknown treat- 
ment in six months. There was a recurrence in 
May, 1952, with extensive involvement of the 
flesh areas of the face, eyebrows, ears, scalp, 
nucha, dorsa of fingers, palms, knees, and _ toes. 
The lesions varied from pinhead to plaques as 
large as 8 cm. in diameter, presented marked 
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atrophy, telangiectasia, follicular plugging, marked 
erythema, and hyperkeratosis. Severe alopecia also 
developed. There was gradual progression over 
the next three and a half years, despite treatment 
with bismuth, vitamin E, vitamin Bis, quinacrine, 
and chloroquine. On Nov. 1, 1955, amodiaquin 
was prescribed in doses of 0.2 gm. twice daily 
for the first week, once daily for the second 
week. When seen on Nov. 15, 1955 she exhibited 
a most dramatic response in that all lesions had 
paled to a remarkable degree. There had heen 
no side-reactions. No abnorma! !avoratory studies 
were noted before or after treatment. 


Comment 


The above nine cases illustrated the ef- 
fectiveness of amodiaquin. hydrochloride in 
the treatment of chronic discoid lupus 
erythematosus. In nearly all cases the re- 
sponse was dramatic. Seven of the above 
cases were intolerant to or failed to respond 
to other methods of treatment, which in- 
cluded trials on quinacrine and chloroquine. 
Only two patients experienced toxic re- 
actions, consisting of nausea, diplopia, and 
anorexia. Both patients were able to re- 
sume treatment when the dosage was re- 
duced and gradually increased. The toxic 
manifestations of amodiaquin are _ con- 
sidered practically insignificant and have 
been reported by various others to include 
transient mild nausea, vomiting, headaches, 
diarrhea, and a few other minor com- 
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plaints. It rarely, if ever, causes staining 
of the skin or tissues.* 

It is our initial impression that amodia- 
quin produces more rapid and prompter 
response than either quinacrine or chloro- 
quine. Consequently, we are making’ this 
preliminary report with the hope that others 
may find amodiaquin as valuable in treat- 
ing chronic discoid lupus erythematosus as 
we have, particularly in those cases re- 
fractory to other therapy. 


Summary 

Nine cases of chronic discoid. lupus 
erythematosus responded weil to treatment 
with amodiaquin. Seven of these cases had 
previously failed to respond to or were 
unable to tolerate quinacrine, chloroquine, 
and other drugs. Toxic reactions to amodia- 
quin were mild and insignificant. 
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In a previous communication ! we pointed 
out that chloroquine (7-chloro-4-[4-diethyl- 
amino-l-methylbutylamino]quinoline) _ di- 
phosphate could replace quinacrine (3- 
chloro - 7 - methoxy-9-[1 methyl-4-diethyla- 
minobutylamino] acridine dihydrochloride) 
in the treatment of chronic discoid lupus 
erythematosus and light eruptions but stated 
that there was no evidence to suggest that 
the therapeutic effect of chloroquine would 
be any more permanent than that of quina- 
crine. Although numerous reports have ap- 
peared on the use of synthetic antimalarial 
drugs, there are few details available on 
the question of relapse after cessation of 
therapy. We have therefore reviewed our 
results of treatment with quinacrine and 
chloroquine with special reference to recur- 
rence of lesions after therapy has been dis- 
continued. 


Dosage Schedule 

. Quinacrine—The majority of patients 
received 0.1 gm. three times daily for one 
month, then 0.1 gm. twice daily for the 
next month,. and finally 0.1 gm. daily for 
the remainder of the treatment period. 

Chloroquine.—In the case of chloroquine, 
the drug was given on weekdays only, and 
the majority of the patients had Saturday 
and Sunday free of medication. The usual 
dose of this drug was 0.25 gm. (0.15 gm. 
of base) once daily, but some cases received 
0.25 gm. twice daily over a short period. 

Submitted for publication Dec. 31, 1955. 


From the Department of Dermatology, Uni- 
versity of St. Andrews. 


Results 


Since May, 1952 we have treated 156 
patients with chronic discoid lupus erythe- 
matosus with either quinacrine or chloro- 
quine. Table 1 shows the immediate results 
obtained with these drugs. 


Relapse Rate 


Those patients in Table 1 who were 
classed as “much improved” and “im- 
proved” after quinacrine or chloroquine 
therapy all relapsed within one year to their 
pretreatment status; in most cases the con- 
dition became worse the following spring. 
Nineteen patients of the quinacrine series 
and twenty-two of the chloroquine group 
who were classed as “clear” have been 
under observation for two years, and Table 
2 illustrates the high relapse rate after treat- 
ment was stopped. 


From Tables 1 and 2 it will be seen that 
the immediate results and the number of 
recurrences after quinacrine and chloro- 
quine are essentially similar. In Table 1 
the patient who failed to improve with 
quinacrine showed no improvement after 
chloroquine and finally improved after a 
course of bismuth injections. Nine patients 
were not improved with chloroquine thera- 
py, and a follow-up of this group showed 


‘that four of them later received quinacrine, 


which resulted in one “clear” and three 
“improved.” In one case a further course 
of chloroquine one year later caused a tem- 
porary disappearance of the lesions. The 
remaining four patients were treated with 
an oral bismuth prepatation (bismuth 
sodium triglycollamate). 

Table 2 shows that lupus erythematosus 
recurred in the majority of patients within 
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TABLE 1.—Immediate Results After Quinacrine and Chloroquine 











Patients, “Much “Not 
Drug Used No. Defaulted “Clear’’* Improved'’* ‘‘Improved'’* Improved’’* 
Ouimaerine 5 55o ee 59 3 20 12 23 1 
CABOPONBING oi oa es Pa hee 97 6 35 25 22 9 





* The term “‘clear’’ signifies complete cs Kinney of all lesions. 
“Improved” signifies definite but minor improvement. 


or without disappearance of some lesions. 


two years, but it was found that if therapy 
was resumed the condition usually cleared 
again. In some patients repeating the drug 
failed to control the condition, and in these 
cases the interchanging of chloroquine for 
quinacrine or vice versa usually produced 
either improvement or complete disappear- 
ance of the lesions. 


*“Much improved”’ signifies considerable improvement with 


relapse rate was observed, in that only eight 
have remained clear of lesions. The type of 
lesion initially present did not appear to 
influence the eventual response, since, of the 
eight patients who remained “clear” after 
two years, four had had infiltrated plaques 
with scarring and four had had the erythe- 
matous type. 


TABLE 2.—Recurrence After Stopping Treatment 














Number 
Drug Used Patients, or Number of Recurrences Within 
INO. on 
After 2 Yr. 6 Mo, 1 Yr. 18 Mo. 2 Yr. 
Contes. ies 55 esc e 19 4 9 2 1 3 
era 5 es ass eet 22 4 10 5 2 1 





Light Eruptions 

In our previous communication we 
pointed out that treatment of light eruptions 
with synthetic antimalarial drugs did not 
prevent seasonal recurrence in the following 
spring. During 1954 and 1955 we treated 
24 cases of light-sensitive summer eruption 
with chloroquine. Of these 24 cases, 13 
were controlled in that the eruption disap- 
peared and remained quiescent during the 
summer months; 7 cases were improved in 
that the condition, though still present, was 
mutch less severe than at the same time dur- 
ing the previous years; 4 cases were not 
influenced by chloroquine therapy. The pa- 
tients treated in the summer of 1954 all. 
returned in the spring, 1955, with their 
usual seasonal recurrence of light eruption. 


Comment 
One hundred fifty-six patients with 
chronic discoid lupus erythematosus were 
treated with synthetic antimalarial drugs, 
and in fifty-five the condition cleared com- 
pletely. Forty-one of the fifty-five have 
been followed for two years, and a high 
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We have found that this high relapse 
rate does not minimize the usefulness of 
quinacrine and chloroquine, because, as has 
been pointed out, further therapy with the 
same drug or the substitution of one drug 
for the other usually produces the desired 
therapeutic effect. It is interesting to note 
that this interchanging of the drugs or even 
the substitution of a different proprietary 
preparation of the same drug may eliminate 
undesirable side-effects. 

The fact that relapse occurs within one 
year suggests that this type of therapy is 


not curative but merely suppresses the vis- 


ible manifestations of the disedse. For this 
reason, we prefer to keep our patients on a 
small maintenance dose for several months 
after apparent clinical cure and insist on 
surveillance for at least a year after treat- 
ment has been discontinued. 
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Tumors of the skin composed principally 
of smooth muscle cells (leiomyomata) are 
classified, according to their derivation, as 
follows: (4) Multiple cutaneous leiomy- 
omas, from arrectores pilorum muscles 
(Fig. 1); (B) Solitary angioleiomyomas, 
from the walls of blood vessels, principally 


Submitted for publication Dec. 2, 1955. 
From the Division of Dermatology, University 


’ of Oregon Medical School. 





Fig. 1—Leiomyoma cutis ( from arrectores pilo- 
rum) (from Ormsby and Montgomery,® “Diseases 
of the Skin,” 8th edition, Lea & Febiger). 





veins (Fig. 2), and (C) Solitary genital 
leiomyomas, from the muscularis sexualis 
or muscularis mammillae.* 

Each group has clinical and_ histologic 
features as shown in the Table. 

Solitary angioleiomyoma is difficult to 
diagnose clinically and simulates other pain- 
ful small tumors of the subcutaneous tissue 
(neuroma and glomus tumor). In the earlier 
literature leiomyomata and glomus tumors 
were grouped together as “painful subcu- 
taneous tubercles.” According to Stout,” the 
first reported case of “leiomyomatous tuber- 
culum dolorosum’ occurred in the subcu- 





(midleg) 
Stout,? Columbia University, 
New York, and American Journal of Cancer). 
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Fig. 2—Solitary angioleiomyoma 
(courtesy Dr. A. P. 








Classification of Cutaneous Letomyona 
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Multiple Cutaneous Solitary Solitary Genital 
Leiomyoma* Angioleiomyomat Leiomyoma 
Symptoms Painful, tender Painful, tender Rarely painful and tender 
Site Trunk, face, extremities Extremities Genitalia, nipple 
Size of Lesions Small penties to small Papules to large nodules Large nodules 
nodules 
Color Flesh-colored or brown or Flesh-colored Flesh-colored 
bluish 
Histology 
Location Dermis Subcutis Subcutis 
Capsule Absent Present Absent 
Blood vessels Not increased Numerous Few 
* Figure 1. 
+ Figure 2. 


taneous tissue and was described in 1873 
by Axel Key. 

Stout ? reviewed the literature on solitary 
cutaneous and subcutaneous leiomyomata in 
1937. At that time, 85 cases had been re- 
ported. He added 15 more cases which he 
had studied over a period of nine years. 
In a recent personal communication he re- 
ported on the site of 86 tumors as follows: 
70 in the skin and subcutaneous tissues, 
especially of the extremities, and in various 
other sites—tongue, gingiva, uterus, kidney, 
breast, labium majus, canal of Nuck, and 
wall of a saphenous vein. 

A summary of Stout’s description of the 
solitary cutaneous and subcutaneous leio- 
myoma follows: The tumor is 2 to 15 mm. 
in diameter, rounded or pedunculated, firm, 
colorless (if tumor is subcutaneous), or 
reddish brown (if superficial); the most 
frequent site is the lower extremities; the 
rate of growth is slow; the pain, when 
present, is paroxysmal and worse with 
pressure and cold; sex incidence is equal; 
age of onset is usually after the 30th year, 
and the tumor is benign, although seven 
malignant leiomyomas have been reported. 
Histopathologic examinations of vascular 
tumors showed thick-walled vessels with 
small rounded or stellate lumens, no elastic 
lamina, and almost no elastic tissue (veins), 
from the walls of which spring smooth 
muscle cells comprising, with interlacing 
fibrous tissue, the bulk of the tumor. Stout 
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found no nerve structures in the tumors he 
studied. None of his 15 cases had been 
diagnosed preoperatively. 


Report of a Case 


A 44-year-old white woman had a painful lesion 
of the left calf of one year’s duration. On inspec- 
tion the lesion looked gray and somewhat translu- 
cent. It was firm on palpation. It was 2 cm. long 








Fig. 3.—Photomicrograph of | specimeni in. case 
reported; reduced about 40% from mag. x 20. 
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Fig. 4—Photomicrograph showing circular ar- 
rangement of smooth muscle cells around walls 
and at periphery of vessels; reduced about 40% 
from mag. X 195. 


and 1.5 cm. wide. There has been no recurrence 
since surgical excision in March, 1953. 

Histopathologic examination showed (Fig. 3) a 
small area of normal skin overlying the tumor, 
and the bulk of the corium and subcutaneous 
tissue had been replaced by the neoplasm. The 
tumor is seen to be composed largely of blood 
vessels surrounded by a large number of smooth 
muscle bundles and fibroblasts. The blood vessels 
were considered to be veins because of the col- 
lapsed and stellate lumens and the absence of elas- 
tic tissue. The muscular walls of the veins were 
greatly thickened (Fig. 4).. Many of the vessels 
showed large numbers of small round cells, with 
deeply staining nuclei, in their adventitial walls 
(Fig. 5). The predominant cell in the tumor was 
circularly arranged around the vessels and con- 
tinued its pinwheel trajectory in the vicinity. 
Its nucleus was baton-shaped and took the dif- 
ferential stain for smooth muscle. Fibrous con- 
nective tissue made up the balance of the tumor. 
Neurofibrils could not be demonstrated in the 
tumor with a Bodian stain. 

Sections of the tissue were submitted to Dr. 
Arthur Purdy Stout, Columbia University, New 
York, who stated: “The tumor is a vascular 
leiomyoma. The smooth muscle, no doubt derived 
from vascular smooth muscle, predominates and 
the blood vessels are incidental. Furthermore, the 
tissue at the periphery is all smooth muscle which 
in my opinion identified it as the important ele- 
ment in the tumor.” In a subsequent communica- 
tion he said: “It is not always easy to differentiate 
between vascular leiomyoma and venous heman- 
gioma.” He considered tumors composed of 
vessels with thick walls, but no additional smooth 
muscle separate from vessels, as venous heman- 
giomas. 


Histogenesis 


An interesting aspect of angioleiomyomas 
is their origin. Masson believed that deep 
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Fig. 5.—Photomicrograph showing small round 
cells in adventitia of vessels and muscle cells in- 
dependent of vessel walls; reduced about 40% 
from mag. x 195. 


dermal myomas of proved vascular origin 
were related to the glomus tumors which he 
described. 

Peyri*® described a lesion “with finding 
of arteriovenous remnants, with elastica still 
recognizable, with mass of epithelioid cells 
and transitional ones with smooth muscular 
fibers crisscrossing in all directions consti- 
tuting the substratum of the whole tumor, 
this being the main lesion, plus other nests 
of cells (epithelioid) in various levels on 
serial sections, where the vascular elastica 
has been lost and these nests in the main 
body fill the main vessels, and all this to- 
gether, with abundance of neurofibrils, 
allows us, we think, to include our case 
within the glomus tumors. The clinical and 
histopathological characteristics jointly per- 
mit this and would confirm Masson’s idea 
of the possibility of some vascular-origi- 
nated leiomyomas being no other than 
glomus tumors.” Peyri’s photomicrograph 
No. 6 seems quite convincing for the dem- 
onstration of the “epithelioid” cells. 

Vilanova and Barbera* describe an “an- 
gioleiomuscular form of glomal tumor”— 
their second case. They felt that they had 
demonstrated the origin of the tumor in 
arteriolar walls. 

Ekestrém ® studied 50 glomus tumors and 
47 angioleiomyomas “to see if angioleio- 
myoma represenied a partially developed 
glomus tumor.” He stated that histologic 
similarities existed in that epithelioid cells 
were found in the vessel walls of both 
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tumors and that the vessels of both lacked 
elastic lamina. However, he could not dem- 
onstrate nerve fibers in the angioleiomyo- 
mas. 

Our case exhibited neither “epithelioid” 
(glomus) cells. nor neurofibrils.* In the 
absence of these findings, we could not 
favor a glomus origin for the tumor. How- 
ever, according to Kernohan,j any combi- 
nation of endothelial, smooth muscle, and 
nonmedullated nerve fibrils may predomi- 
nate in glomus tumors to the exclusion of 
either of the other two. 


Summary 


A solitary cutaneous angioleiomyoma, 
with its relationships to other leiomyomata 
of the skin and with its pertinent histopatho- 
logic features, is described. The concept 
that solitary angioleiomyomas represent a 


* Through the courtesy of Dr. David Frisch, 
Portland, Ore., we have recently had the oppor- 
tunity of studying another case of solitary angi- 
oleiomyoma, similar in clinical and histopathologic 
aspects to the case above described. 

+ Kernohan, J. W., cited by Ormsby and Mont- 
gomery.® 
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form of glomus tumor is not supported by 
our observations. 


Dr. David Frisch, Portland, Ore., gave us per- 
mission to study this case; Dr. Manuel Allende, 
San Francisco, translated the Spanish articles; 
Dr. Hamilton Montgomery, Rochester, Minn., 
and Dr. Arthur Purdy Stout, Columbia University, 
New York, made valuable suggestions, and Dr. 
Sheldon A. Walker, Portland, Ore., gave editorial 
assistance. 
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Meprobamate ( Milown ) as Adjunct in 
gf aera of Anogenital Pruvitas 


OSCAR J. SOKOLOFF, M.D., New Brunswick, 
N. J. 
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Recently published studies * of a new 
tranquilizing drug called meprobamate 
(Miltown) reported very encouraging re- 
sults with psychiatric patients, particularly 
with those suffering from anxiety and ten- 
sion states. The drug (chemically 2-methyl- 
2 -n - propyl - 1,3-propanediol dicarbamate) 
was reported ¢| to possess muscle-relaxant 
properties similar to those of mephenesin 
but of much longer duration, as well as 
unusual tranquilizing properties apparently 
related to a specific effect on the activity of 
the thalamus. All investigators described 
the drug as extremely low in toxicity and 
devoid of important side-effects. 

Because certain dermatological syndromes 
have so frequently appeared closely bound 
up with emotional factors, the use of seda- 
tives as an adjunct to therapy has become 
widespread in these conditions. Until re- 
cent years the barbiturates were most com- 
monly used. Their usefulness, however, 
was limited by the fact that they dulled the 
sensorium and entailed the possibility of 
addiction. More recently chlorpromazine t 
and reserpine * have been used with success 
as antipruritic agents. While good results 
have been obtained, both drugs have pro- 
duced numerous side-effects. Reserpine has 
been reported as giving rise to nasal conges- 
tion, depression, weakness, and nausea. 
Chlorpromazine has in some cases resulted 

Submitted for publication Dec. 5, 1955. 

The Miltown for this study was supplied by 
i Laboratories, Inc., New Brunswick, 
’ *References 1 and 2. 


+ References 3 and 4. 
t References 5, 6, and 7. 


in a general “malaise,” sleepiness, heaviness 
of the head and limbs, vertigo, digestive 
disturbances, and jaundice. Because of the 
possibility of such reactions, Tilley‘ has 
recommended that administration of the 
latter drug in dermatological conditions be 
limited to hospitalized patients who can be 
kept under careful supervision. 

The present study was undertaken to 
assess the value of the new drug mepro- 
bamate as a possible adjuvant for the treat- 
ment of pruritus in private dermatological 
practice. As a beginning it seemed wise to 
limit the study to idiopathic pruritus ani and 
pruritus vulvae, both for practical reasons 
(they are among the commonest complaints 
in everyday practice) and for reasons of 
therapeutic rationale. It was our feeling, 
based on clinical experience, that emotional 
factors played an important role in the 
etiology of idiopathic pruritus ani and 
pruritus vulvae, and formed a very strong 
component of its persistence. It was our 
thought, therefore, that a tranquilizing drug 
might be most clearly indicated in such a 
condition. 


Patient Selection 


All patients with presenting symptoms of ano- 
genital pruritus were carefully screened by 
history, rectal examination, culture examination 
for fungi, and clinical observation. Where a 
specific diagnosis could be made, such as sebor- 
rheic dermatitis, contact eczema, psoriasis, tinea, 
intertrigo, or other complicating pathology, these 
patients were excluded from the study. Only 
those cases which were considered idiopathic in 
origin were selected for trial. 

The resulting group consisted of 29 patients, 
18 male and 11 female, ranging in age from 18 
to 55 years. All cases were chronic, of three 
months to two years’ duration. 
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Method 


All patients under study were placed on a 
cleansing routine. They were told to cleanse with 
cold cream after stool, to pat dry after bath- 
ing or showering, and to apply 1% hydrocortisone 
(Hydrocortone) ointment § when there was an 
urge to scratch. : 

The patients were then treated in three groups. 
The first, containing five patients, was treated 
with x-ray locally, 4% skin unit dose unfiltered, 
and with 1% hydrocortisone ointment applied 
locally. In addition, these patients were given 
phenobarbital 14 grain (30 mg.) t.id. The second 
group, consisting of 14 patients, received the same 
x-ray and hydrocortisone treatment, but instead 
of phenobarbital, received meprobamate 400 mg. 
q.id. The third group, of 10 patients, received 
only x-ray and hydrocortisone, without sedation 
of any kind. 


Results from Use of Phenobarbital, Meprobamate, 
and No Sedation with Twenty-Nine Cases of 
Pruritus Ani and Pruritus Vulvae 








Total 








Cases Improved* Failure 
Phenobarbital__._.-_......-...- 5 5 
Meprobamate.___..-._..._..-_- 14 14 
EER A oa ee 10 7 3t 
OM es as 29 26 3t 





* Pruritus controlled for duration of time the patient was 
under treatment. 


+ All cases subsequently controlled after Miltown was added 
to the treatment. 


Results 

Results of the study are summarized in 
the Table. 

In the group receiving x-ray, hydrocorti- 
sone, and phenobarbital, itching was con- 
trolled in all cases. However, patients 
complained of dullness and sleepiness, and 
did not like to use the sedative on the job 
because it interfered with their work. 

In the group receiving x-ray, hydrocorti- 
sone, and meprobamate the pruritus was 
also controlled in all cases. With this drug, 
however, patients remained alert and phys- 
ically active and were able to perform nor- 
mally on their jobs. Three of the patients 
did experience an initial period of drowsi- 
ness which, however, wore off, and was 
never severe enough to interfere with their 
work. No other side-effects were reported. 


§ References 9 and 10. 
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In the group of 10 patients receiving 
x-ray, hydrocortisone, and no sedation there 
were three failures, all of which responded 
when meprobamate was added to the treat- 
ment. 


Comment 

That a close relationship should exist 
between pruritus and certain dermatological 
conditions might be expected from the fact 
that embryologically nerve tissue and skin 
are both formed from the ectoderm. At- 
tempts to throw light on the functional 
nature of this relationship have taken many 
forms. One approach has been to try to 
relate certain kinds of skin conditions to 
“character types.” 14 Other approaches have 
been psychoanalytically oriented,’* or have 
attempted to relate the results of psychiatric 
study to those resulting from neurological 
and physiological investigations.'* 

The average dermatologist in private 
practice is not equipped to make expert 
judgments among these various views. I 
can only express my firm personal convic- 
tion, as a result of extensive clinical 
observations, that at least in the cases of 
idiopathic pruritus ani and pruritus vulvae 
there does exist a strong relationship be- 
tween the itching and certain conflicts, 
fears, or problem situations in the patient’s 
life. 

The onset of the pruritus usually appears 
associated with two events. First, careful 
questioning almost always reveals that there 
was some predisposing experience in the 
medical history which may have directed 
the patient’s attention, consciously or un- 
consciously, to the affected area. In some 
cases there may have been constipation, in 
others diarrhea (possibly following antibi- 
otic medication); in some there may have 
been a fungus infection or other pathology. 
In any case, the predisposing condition has 
usually ceased to exist. 

Then, at a later time, some emotionally 
charged event precipitates the pruritus 
which becomes localized in the area of pre- 
vious excitation. The event may be situa- 
tional, such as a decisive examination, or a 
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promotion to a new and demanding job 
which the patient fears to be beyond his 
capacities. Or it may represent the aggra- 
vation of unsolved family-related person- 
ality conflicts of long standing. In any case, 
the event is always disturbing and fraught 
with tensions and anxiety. 

Once started, the pruritus perpetuates 
itself as the patient substitutes for the pain- 
ful emotions which he does not know how 
to control the pleasurable and often sen- 
sually tinged gratification derived from 
scratching. 

This close relationship between symptom 
and emotional state should, I believe, deter- 
mine the kind of therapy to be used in 
pruritus ani and vulvae. In my experience, 
the patient finds greatest relief when he is 
treated, within the limitations of dermatol- 
ogical practice, in an essentially psychiatric 
sense. The patient is hardly ever aware that 
his emotional problems are in any way 
related to his skin condition. The doctor 
must, therefore, take sufficient time to talk 
with the patient at some length and, by 
showing interest and patience, draw him 
out about his personal life as well as about 
his symptoms. Careful questioning will 
usually bring the disturbing factors to light, 
together with their tie to the onset of the 
pruritus. When this relationship can be 
demonstrated to the patient, it in itself 
brings great relief, for the condition is now 
no longer entirely incomprehensible to him, 
and thus less frightening. As a result, he 
will more readily accept the suggestion that 
his recovery is related to modification of 
some of his personal attitudes and conflicts, 
and he may be willing to exert greater ef- 
fort toward this end. 

At the same time, treatment must also be 
directed toward giving symptomatic relief 
as quickly as possible. Patients are there- 
fore given x-ray and hydrocortisone to sub- 
due the itching locally and are instructed in 
ways of avoiding further local irritation. 

The place of a tranquilizer such as mepro- 
bamate in this regimen is to help bring the 
patient’s anxieties and tensions under con- 


trol more rapidly than would otherwise be 
possible. In many cases control could not 
be achieved at all, without psychiatric help, 
unless such a tranquilizer were used. 

Meprobamate has an effect on the patient 
which is unlike what I have seen following 
administration of any other drug. Not only 
does the patient lose his tensions; he also 
seems to lose his fears and his panicky 
sense of urgency about his problems. He 
feels, “This too shall pass,” and is able to 
deal with difficult situations with a serenity 
he has often never known before. At the 
same time, the patient never describes him- 
self as feeling detached or “insulated” by 
the drug. He remains completely in control 
of his faculties, both mental and physical, 
and his responsiveness to other persons is 
characteristically improved. This enhanced 
cooperativeness is of great value in the 
doctor-patient relationship. 


Summary and Conclusions 

A study was undertaken to evaluate the 
effectiveness of meprobamate (Miltown) as 
a tranquilizer in idiopathic anogenital pru- 
ritus. Two comparable groups of patients 
were used as controls, one receiving pheno- 
barbital as a sedative and the other receiv- 
ing no sedation. Results showed that a 
number of patients were unable to bring the 
itching under control when no sedation was 
employed. Patients given phenobarbital 
were relieved of itching, but suffered from 
unpleasant feelings of “dopiness” and dull- 
ness of perception, often to the extent that 
work was impeded. In patients receiving 
meprobamate, on the other hand, remission 
of the pruritus occurred without impair- 
ment of physical activity or mental alert- 
ness, and without side-reactions of any kind. 

Meprobamate is an effective addition to 
conventional dermatological therapy. Al- 
though the present study was limited to an 
evaluation of the drug’s effectiveness in 
pruritus ani and pruritus vulvae, it will 
almost certainly be found to have value also 
in other dermatological’ conditions where 
the history reveals underlying components 
of anxiety or tension. Alopecia areata, 
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atopic eczema, and lichen planus are par- 
ticularly suggested for further study. 


69 Paterson St. 
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Observations on Dermabrasion and the Anatomy of the Acne Pit 


JOHN S. STRAUSS, M.D. 
and 
ALBERT M. KLIGMAN, M.D., Ph.D., Philadelphia 





Dermabrasion with freezing anesthesia 
induced by ethyl chloride or other refriger- 
ants has been used extensively since Kurtin 
perfected this form of therapy.* Two par- 
ticular problems are the subject of this 
paper: (1) the regenerative processes fol- 
lowing dermabrasion and (2) the limits of 
safety, especially in respect to (a) the dura- 
tion and depth of freezing, (b) the depth 
of planing, and (c) the formation of hyper- 
trophic scars and keloids. All of the experi- 
mental subjects were adult male prisoners, 
mostly Negroes. 


Freezing Experiments 


Dermatologists are naturally fearful of 
producing irreversible tissue damage by 
freezing. Though there is no experimental 
work on which to base opinions, injunctions 
against refreezing an area have already 
been issued,* and it is quite likely that most 
practitioners of the technique work under 
the strain of producing the quickest and 
lightest type of freezing for the shortest 
period of time in order to stay within safety 


Submitted for publication Dec. 22, 1955. 
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limits. However, the handicap of working 
with great speed would be eliminated if it 
could be shown that the skin is hardier in 
this respect than generally appreciated. 
Accordingly, we have frozen a circular 
area approximately 2 in. in diameter on the 
cheeks of five Negro males and nine white 
males for varying lengths of time ranging 
from one to eight minutes. Kurtin’s tech- 
nique ! has been used with an ethyl chloride 
spray volatilized under a strong stream of 
air from a blower. Much to our surprise, 
the longest time produced no more inflam- 
mation and required no more time for heal- 
ing than the shortest; that is to say, a 
maximum response was reached in one 
minute, and thereafter no further physio- 
logic changes ensued with continued freez- 
ing. There did not seem to be any reason to 
go beyond eight minutes, which greatly ex- 
ceeds the time needed in practice, although 
it would be interesting to know how long 
the face can be frozen without irreversible 
damage. Within 24 hours all cases devel- 
oped an area of superficial inflammation 
topped by a thin-walled bulla which quickly 
ruptured. Healing, as evidenced by appar- 
ent reepithelization, was complete in one 
week, although the crust fell off in a vary- 
ing period of time. Some subjects developed 
a slight persistent erythema which was not 
prominent enough to be considered cosmet- 
ically unacceptable. When dichlorotetrafluo- 
roethane (Freon 114)5 was substituted for 
ethyl chloride as a refrigerant without a 
blower for periods ranging from one to six 
minutes in five Negroes, the results were 
similar. Moreover, no untoward effects re- 
sulted from refreezing the same area three 
times in six subjects; areas frozen three 
times behaved no differently from those 
frozen once. Even after an area had been 
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planed, it was found that refreezing was not 
in any way deleterious, although after der- 
mabrasion profuse bleeding makes refreez- 
ing technically difficult. 

Obviously, the remarkable resistance of 
face skin to relatively prolonged freezing is 
a reassuring factor of safety, making haste 
unnecessary. The operator can afford, with- 
out regard to time, to wait until the refrig- 
erant has produced a solidly frozen plaque. 

The extraordinary tolerance to freezing 
induced in this particular way is probably 
attributable to two chief factors: 1. The 
profusion of blood vessels in the superficial 
portion of the skin prevents deep freezing. 
2. The frozen surface acts as an insulating 
barrier preventing further freezing, or at 
least materially slowing down the thermal 
transfer. Ice is a good insulator.* In short, 
longer periods of time probably do not 
appreciably increase the depth of frozen 
tissue. On the other hand, dermatologists 
know that freezing for comparable times 
with solid carbon dioxide will lead to scar- 
ring. This behavior is not paradoxical, 
however, for in the latter case the refriger- 
ant material is applied with pressure, ren- 
dering the area avascular by occluding the 
blood supply, consequently permitting very 
much deeper freezing. It is our impression 
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that the depth of freezing, with ethyl chlo- 
ride or dichlorotetrafluoroethane, used in 
the conventional manner, is not more than 3 
mm. When strongly frozen tissue is imme- 
diately and forcefully planed, the brush 
reaches a freely bleeding, nonfrozen area at 
a depth of about 2 mm. The practical con- 
clusion is that the freezing should be long 
enough to assure the operator that haste is 
not necessary. 


The Depth of Planing 


The natural tendency is to be conservative 
in the depth of planing. Of course, if the 
planing is too superficial, the desired effect 
may not be obtained, and the technique may 
have to be repeated several times. By actual 
measurements, we found the average acne 
pit to be 1 mm. or less in depth, while 
quite deep pits were usually about 2 mm. in 
depth. Only a few pits of the “ice-pick” 
type are ever any deeper than this. In gen- 
eral, acne pits, as unsightly as they are, 
are not so deep as they seem on casual 
inspection. If 2 mm. of tissue can be 
removed at one time without subsequent 
scarring, dermatologists will be encouraged 
to be bolder, perhaps improving the results 
and reducing the need for retreatments. To 
evaluate this, we vigorously planed the faces 





Fig. 1.—Biopsy specimen of the treated area from a Negro niale with scarring acne after 
deep planing of the face to a depth of 2.5 mm. The midportion of the crater is on the right, 
and normal tissue is on the left. In the base of the crater there are portions of sebaceous 
glands (SG), apocrine glands (AG), and a hair follicle (HF). From these reservoirs will 
spring the new epithelial covering; reduced slightly from mag. x 20. 
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of five Negro males, all of whom had deep 
acne pits, deliberately carrying the tissue 
removal below the level of all pits. As a 
matter of fact, after freezing the tissue with 
ethyl chloride, we pressed down forcefully 
on the high-speed brushes during the plan- 
ing, having the anxious feeling that we 
would certainly bore into the subcutaneous 
tissue. Surprisingly, by actual measurement 
of biopsy specimens taken immediately after 
treatment, the greatest depth of tissue re- 
moval was 2.5 mm., though we felt that we 
had gone much deeper than this (Fig. 1). 
On the face this level is approximately half- 
way through the corium. Healing proceeded 
uneventfully, though there was a greater 
amount of inflammatory reaction, more 
postoperative discomfort, and a longer heal- 
ing time than with more superficial planing. 
Evidently it would be necessary to penetrate 
into or near the subcutaneous tissue to pro- 
duce a scar with this technique, though, to 
our knowledge, no one has put this to the 
test. This depth cannot ordinarily be 
reached by refrigerant anesthesia, for below 
about 2.5 mm. the tissue is unfrozen and 
the flow of blood too brisk. Refrigerant 
anesthesia, therefore, has an added safety 
advantage over local injection anesthesia as 


advocated by some. It is evident that the 
likelihood of producing scars, even with 
forceful planing of the severest pits, is not 
very great. The practitioner should be- 
guided by the reasonable certainty that he 
can do a complete job in one area at one 
sitting provided that he takes into account 
the longer period of time for healing and 
the increased local pain following deep 
planing. 


Scar Formation 


There have been reports of the develop- 
ment of hypertrophic scars following der- 
mabrasion.2 We examined this matter 
experimentally by choosing for study two 
subjects who had developed hypertrophic 
scars in all wounds and one with keloids. 
All three were Negroes. The skin of the 
back was frozen in the usual way, and linear 
areas were planed. The subject with keloids 
and one of the subjects with hypertrophic 
scars subsequently developed hypertrophic 
scars in the planed areas. It should be noted 
that the back and not the face was planed, 
and, accordingly, the results may not be 
transferable. Under these conditions, hyper- 
trophic scars may definitely follow derma- 
brasion in predisposed subjects. 





Fig. 2—The architecture of the acne pit. It is a tortuous sinus whose ramifications cannot 
be. visualized from the surface. The keratin produced by the lining squamous epithelium fills 


the lumen; reduced slightly from mag. x 35. 
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Fig. 3—Acne pits at the edge of planed specimens. A, the lining squamous epithelium 
has become hyperplastic, sending out anastomosing strands into the corium and forming a 
lattice-like network which simulates a nevoid (hamartomatous) growth. There is a close 
resemblance to the solitary dilated pore described by Winer.® From the lowermost portion 
of this epithelial overgrowth, a sebaceous gland has become differentiated; reduced slightly 


from mag. X42. 


B, in this specimen the exuberant overgrowth of lining epithelium from 


two adjacent, but independent, pits has converged. Some sebaceous differentiation is evident 
in the hyperplastic epithelial reaction; reduced slightly from mag. x 24. 


In spite of these findings, hypertrophic 
scars evidently rarely follow dermabrasion, 
or by now many more cases would have 
been reported among the thousands of pa- 
tients so treated. Acne is an inflammatory 
process resulting in tissue destruction and 
scarring per se. If an acne patient had the 
tendency to begin with, the hypertrophic 
scarring should be evident as a sequel to 
the disease itself. Probably those patients 
who have marked hypertrophic acne scars 
are poor risks for dermabrasion. 
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The Anatomy of the Acne Pit and the 
Process of Regeneration 

The face is obviously a “hands-off” area 
for biopsies; this doubtlessly accounts for 
the meager data on the histopathology of 
the acne pit. The experimental subjects 
consented to multiple biopsies; consequent- 
ly, we were able to study the architecture 
of the acne pit before treatment and could 
follow the phases of regeneration following 
dermabrasion. The deep acne scar is @ 
highly irregular depression in the skin lined 
by keratin-forming squamous epithelium 


UMI 








-—- =e YF eS oo * 








DERMABRASION. AND ACNE PIT 


(Figs. 2 and 3). It occasionally is com- 
pletely filled with keratinous material. The 
squamous epithelium appears to be in a 
state of unrest, with festooning spurs, 
tongues, and ribbons of epithelium project- 
ing into the corium. At places the epi- 
thelium is differentiated into nests of 
sebaceous cells, and occasionally a function- 
ing sebaceous gland empties its contents into 
the bottom of the pit. Uncommonly, a vellus 
hair follicle opens into the pit, presumably 
having been differentiated from the lining 
squamous epithelium in the same manner 
as the sebaceous glands. The restless epi- 
thelium may send out sheets of cells which 
fuse with epithelial projections from adja- 
cent pits or from different portions of the 
same pit, thereby forming a network of 
epithelial strands. This plexus of anasto- 
mosing strands is suggestive of a nevoid 
or hamartomatous appearance at first glance. 
As a matter of fact, the picture so closely 
resembles Winer’s® description of the dilated 


an acne pit, or at least has the same patho- 
genesis, with the peculiarity that its tortuous 
cavity is filled with keratin. The lining 
epithelium of shallow pits is not nearly so 
irregular and, on the whole, does not send 
out projections or show sebaceous differen- 
tiation. 3 

Our studies on regeneration are based on 
11 serially sectioned-biopsies taken at vari- 
ous times after dermabrasion of five Negro 
patients. After dermabrasion, portions of 
the hair follicles, the sebaceous glands, the 
sweat glands, and deep strands of epithe- 
lium from the pits remain, and it is from 
all of these epithelial reservoirs that regen- 
eration of the epidermis occurs (Figs. 4 and 
5). The replenishment of the epidermis 
from each of these sources is a well-known 
phenomenon.+ By five days the epidermal 
covering, consisting of several cell layers, 
almost completely covers the defect. In nine 
days there is a stratified squamous epithe- 
lium covering the entire wound. At this 





Fig. 4—Regeneration of the epithelium from an eccrine sweat duct five days after derma- 


brasion. The eccrine duct is 


forming a new spiral in the manner classically described by 


Lobitz and associates.” The abraded surface is practically covered with a complete epithelial 


covering ; reduced slightly from mag. X 240 


isolated pore, which he regards as a tricho- 
epithelioma histologically, that we are of the 
opinion that these are one and the same. 
In our opinion, the dilated isolated pore is 
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time there is still some parakeratosis, but 
by three weeks the epidermis appears nor- 
mal. As might be expected, a considerable 
~ + References 7 to 10. 
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Fig. 5.—Involution of sebaceous glands. A, five days after dermabrasion, the surviving 
sebaceous glands have undergone partial dedifferentiation, showing a mixture of lipid-laden 


cells and indifferent cells. The upper portion of the 


lands have contributed to the regenera- 


tion of the epidermis, which is almost complete, save for a few defects, at this point; reduced 


slightly from mag. x 


60. B, nine days after dermabrasion, the epidermis forms a continuous 


covering and the surviving sebaceous glands have become almost completely dedifferentiated. 
The sebaceous cells have been replaced by proliferation of the basal cells of the sebaceous 


glands; reduced slightly from mag. x 46. 


infiltrate is provoked by dermabrasion, but 
acne itself is marked by a chronic lympho- 
cytic infiltrate. Although healing is complete 
by histologic standards at nine days, a much 
longer period of time is necessary for clin- 
ical healing as evidenced by the falling off 
of the crust and the return of the skin to 
a normal color. 

Coinciding with the intense epidermal re- 
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generation, there is a burst of mitotic ac- 
tivity in the basal cells of the sebaceous 
glands leading to the formation of a mass 
of indifferent epithelial cells replacing the 
mature sebaceous cells. By five days most 
of the gland substance has been replaced 
by these immature cells, and the glands 
accordingly appear dedifferentiated (Fig. 
5A). The remaining mature cells are cen- 
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trally placed. By nine days only a few 
mature cells remain, and the glands are 


occupied almost completely by the immature 


cells (Fig. 5B). This process is, as ex- 
pected, reversible, and two to three weeks 
after the injury the glands have begun to 
resume their normal function and structure. 
To our knowledge, this particular type of 
dedifferentiation of the sebaceous glands has 
not been recognized before, though it doubt- 
lessly occurs following other types of path- 
ologic disturbances, perhaps not having 
been seen because of its short duration. In 
summary, the important clinical features of 
regeneration are as follows: 1. The epithe- 
lial covering is just about complete in one 
week. 2. The sebaceous glands become tem- 
porarily dedifferentiated. 3. The skin re- 
turns to a normal histologic appearance in 
less than a month. 

' The most exciting finding, to be reported 
in more detail in another communication, 
has been the re-formation of vellus hairs 
directly from the new epidermis following 
dermabrasion in five subjects. 


Incidental Findings 

We have had a unique opportunity to 
study the pigmentary changes following 
freezing and planing, in that most of our 
subjects have been Negroes. Freezing alone 
causes a temporary complete loss of pig- 
ment. Repigmentation starts around the 
follicles and spreads out from these foci 
until fusion is complete. Similarly, all 
planed areas have become repigmented. 
Occasionally there is slight hyperpigmenta- 
tion or hypopigmentation, but the contrast 
is not of great cosmetic significance, espe- 
cially after many months have gone by. 
Repigmentation is much slower in some 
persons than in others. 

We have taken large elliptical biopsy 
specimens extending down into the sub- 
cutaneous tissue from planed areas imme- 
diately after the completion of the 
procedure. The wounds were closed in the 
usual manner with sutures. Yet on healing, 
much to our surprise, no visible scar was 
apparent. Plastic surgeons have been aware 


of this paradoxical response in wound heal- 
ing and have abraded wound edges with 
sandpaper to obtain more acceptable scars.’ 
This raises some question of the validity of 
the notion that a visible scar will invariably 
form after a deep wound. 

Cryotherapy has been one of the ac- 
cepted methods of treating acne, and it was 
necessary to establish whether freezing 
without dermabrasion would yield satis- 
factory cosmetic results. In four patients 
with scarring acne, we froze a large area 
of the cheek with ethyl chloride. Then one- 
half of the lesion was planed. After heal- 
ing was complete, it was obvious that 
freezing alone had no effect on the scars, 
in contrast to the marked improvement in 
the abraded areas. 

Finally, we wish to recommend a tech- 
nical procedure, not original with us,? which 
aids in determining how deeply to plane. 
The skin is first painted vigorously with a 
brilliant dye such as methylrosaniline chlo- 
ride (gentian violet». It is only necessary 
thereafter to abrade away all of the dye to 
be certain that the deepest pits have been 
removed. 


Summary and Conclusions 


Dermabrasion has been studied in regard 
to its safety: 1. The skin of the face can be 
frozen for as long as eight minutes without 
any untoward effects. 2. The usual depth 
of tissue removal, even with very deep 
planing, does not exceed 2 to 2.5 mm., 
thereby leaving epithelial tissues for the 
regenerative process, which takes place 
without scarring. 3. Hypertrophic scars may 
follow dermabrasion. 

The regeneration of epidermis following 
dermabrasion is described. 
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Primary Grete Coccidtoidomycosis 


Report of a Case of a Laboratory Infection 


JAMES R. TRIMBLE, M.D., Jacksonville, Fla. 
and 
JEANNE DOUCETTE, M.S., Durham, N. C. 





Prior to 1937, many authorities believed 
that systemic coccidioidomycosis resulted 
from direct inoculation of the fungus into 
the skin, because the skin was frequently 
the site of the initial lesion and the develop- 
ment of the lesion was often associated with 
trauma. In that year Dickson * and later 
Dickson and Gifford + demonstrated that 
coccidioidomycosis usually occurs as a be- 
nign and self-limited pulmonary infection. 
It is commonly accepted today that the lung 
is the usual portal of entry for the Coccidi- 
oides immitis and that invasion through the 
skin is rare. 

Recently there has been an increased in* 
terest in primary cutaneous coccidioidomy- 
cosis.$ Wilson, Smith; and Plunkett * 
described the case of a mortician who acci- 
dently inoculated himself while embalming 
a patient who had died of a disseminated 
infection. In addition, they enumerated and 
discussed the criteria for making such a 
diagnosis. They found that only one other 
previously reported case ® could be consid- 
ered a true primary infection by these 
criteria. Two other possible examples of 
this syndrome have been recognized.§ In 
these reports, however, the evidence that the 
skin lesions were primary is equivocal. 

During the past several months we have 
observed a case of primary cutaneous coccid- 
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ioidomycosis which occurred as the result 
of an accidental laboratory inoculation. This 
case afforded us an excellent opportunity 
to compare and, in some instances, extend 
the observations which were made by Wil- 
son, Smith, and Plunkett.? For this reason 
it is reported in detail, and the significant 
clinical, pathological and immunological fea- 
tures are discussed. 


Report of Case 


A 29-year-old white female graduate student 
in the microbiology department was seen initially 
on Sept. 7, 1954, complaining of an “infection” 
of the left third finger of six days’ duration. 

Seven days prior to the onset of this infection 
she accidentally contaminated her hands and face 
with a viable saline suspension of C. immitis, 
prepared from the mycelial phase of a 14-day-old 
Sabouraud’s agar culture. The accident occurred 
while she was filling a syringe from a small 
rubber-stoppered bottle. Some of the material 
apparently became lodged in the needle, and when 
she attempted to apply pressure on the plunger of 
the syringe the air in the vial forced the stopper 
out. About 6 ml. of the suspension was sprayed 
over the patient’s hands and face. She immedi- 
ately washed her hands with soap and water and 
decontaminated the desk with 10% phenol solu- 
tion. At no time either before, during, or after 
the accident does she remember injuring her 
finger. Aside from this accident her past history 
was irrelevant. She had been working with C. 
immitis for about three months and remembered 
no other occasion when she might have been in- 
fected. 

One week after the accident she noted a small 
white slightly pruritic indurated nodule de- 
veloping on the lateral side of the middle phalanx 
of the left third finger. It grew rapidly and be- 
came painful and tender. Five days later she 
incised it with a sterile needle, and a small amount 
of pus was obtained. On the sixth day she con- 
sulted the dermatology division. The middle and 
terminal phalanx of the third left finger was 
swollen and tender. The area was indurated and 
violaceous. In the center of the lesion there was 
a white area with a smalf pinhead-sized opening. 
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She complained of pain in the left axilla, but 
there was no palpable axillary or epitrochlear 
lymphadenopathy. She also complained of general 
malaise and fatigue. At the time of her initial 
visit a direct examination of material expressed 
from the lesion stained with Gram stain showed 
numerous polymorphonuclear leucocytes but no 
bacteria or fungi. Cultures of the lesion were 
taken, and a tentative diagnosis of cellulitis was 
made. 

The patient was treated with hot saline com- 
presses for her finger and penicillin, 600,000 units 
daily by intramuscular injection. During the next 
three days the edema and erythema increased, 
producing marked limitation of motion of the 
terminal phalanx. There was little or no drainage 
from the ulcerated area. A tender, discrete, 
walnut-sized lymph node became palpable in the 
axilla. The patient felt well, and her temperature 
taken on one occasion was found to be normal. 
She was given oral doses of chlortetracycline 
(Aureomycin) hydrochloride, 250 mg. every four 
hours, and two days later this was changed to 
tetracycline (Achromycin) on an equivalent dos- 
age schedule. On Sept. 11, 24 hours after the 
tetracycline was started, a lymphangitis was noted 
on her forearm extending to the left axilla. There 
was a small tender erythematous subcutaneous 
nodule on the extensor surface of the left fore- 
arm just distal to the elbow. This lymphangitis 
and subcutaneous nodule began to subside during 
the next 48 hours. The swelling of her finger 
started to decrease. By Sept. 14, 13 days after 
the onset, all cultures showed numerous colonies 
of C. immitis. Antibiotic therapy was discon- 
tinued, as it was apparent that it had not influ- 
enced the course of the infection. A careful 
review of her history revealed that, aside from 
her present experience, she had never been ex- 
posed to C. immitis during her career as a 
bacteriologist. She had never been in an endemic 
area, and, as far as she knew, intradermal tests 
with: coccidioidin had always been negative. She 
was last tested in July, seven weeks prior to the 
onset of the disease. ‘During the three months 
that she had been working with this organism, 
she had never developed a cough, chest pain, 
fever, or other symptoms suggestive of a respira- 
tory infection. 

- Her previous health had been good except for 
recurrent attacks of eczema, which she had suffered 
from all her life. In 1942 she developed chronic 
urticaria, which lasted about two years, and in 1951 
she had a dermoid tumor removed from her ovary. 
Other operations included a tonsillectomy in 1942 
and an appendectomy in 1953. The general phys- 
ical examination was within normal limits aside 
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from the inflamed finger, lymphadenitis, and 
lymphangitis. Oral temperature was 36.5C. (97.7 
F); pulse rate, 60 per minyte, and respiratory 
rate, 20 per minute. The chest was clear to per- 
cussion and auscultation. 

The following laboratory examinations were 
made on the 13th day of her illness. Hemoglobin 
13.9 gm. (89%); red blood cell count 5,250,000: 
white blood count 6,500, with 66% polymorpho- 
nuclear leucocytes, 1% eosinophiles, 2% early 
lymphocytes, 2% large lymphocytes, 18% small 





Fig. 1—Lesion 20 days after inoculation. 





Fig. 2.—Coccidioides immitis spherule. Direct 
examination from primary lesion. Reduced about 
7 from mag. x 1025. 
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lymphocytes, 10% monocytes; hematocrit reading normal. Serological tests for syphilis were nega- 
46.0 vol. %; sedimentation rate 10 mm/hr. (cor- tive. A photograph of the finger was taken (Fig. 
rected). The urinalysis was within normal limits. 1). Direct examination of purulent material from 
Roentgenogram of the chest was interpreted as _ the base of the lesion mounted in 10% potassium 

eae hydroxide showed typical spherules of C. immitis 
(Fig. 2). Several bacterial cultures inoculated on 
blood agar and in thioglycollate broth were nega- 
tive. After several days, however, these cultures, 
along with Sabouraud’s dextrose agar cultures, 
revealed numerous colonies grossly and micro- 
scopically typical of C. immitis. 

A biopsy specimen of the nodule on the finger 
stained with hematoxylin and eosin revealed an 
acute diffuse inflammatory reaction extending 
throughout the entire cutis. This infiltrate con- 
sisted chiefly of polymorphonuclear leucocytes and 
lymphocytes. A moderate amount of edema was 
present. In some areas the infiltrate had formed 
small abscesses. There was little of the pleo- 
morphism commonly encountered in a chronic 
granuloma. Giant cells and epithelioid cells were 
rare. Spherules of C. immitis were found with 
ease both in the routine sections and in those 
prepared with Schiff’s stain. With careful search- 
ing, typical mature spherules with endospores 
were identified (Fig. 3). 

As soon as the diagnosis was established, im- 

aie munological tests for coccidioidomycosis were per- 
Fig. 3—Mature Coccidioides immitis spherule 


: Bi spore A 7 formed. During the subsequent course of her 
ea Gal chain: gaa fe 4 chock tune Leoni thas. infection these observations were repeated at 























































































% 722. frequent intervals. The precipitin test was posi- 
TABLE 1.—Serological Tests 
Precipitin 
Serum 
Dilution Weeks After Onset of Infection 
2 3 4 5 6 7 9 17.5 23 
> ' 
PM ReGen hss duh n iacuk way eee +++) +++ | +4+4+4+ bs aes 3s 0 
ho MOS TR RAe denied gNal airs Serge t+ | ttt | ttt | +444+ 0 0 0 0 0 
3), eaten ie ooo eine epee ttt ett | REE PEE 0 
Complement Fixation 
SUR PRE oo a clase cpennaayeess 0 0 0 0 0 0 0 0 0 
BUUGMERS Obs KGceo eae ihs Sead el. 0 0 0 +* 0 ++* 0 0 0 
Dr. C. E. Smith, School of Public Health, University of California, Berkeley, performed these tests. 
* Results interpreted as being of doubtful significance. 
TABLE 2.—Intradermal Test with Coccidioidin* 
Antigen Weeks Prior Weeks After Onset 
Dilution to Infection of Infectiont 
7 3 9 17.5 28 

1:100,000 + 0 0 0 

1:10,000 ++ 0 0 0 

1:1,000 +++ + ++ ++ 

1:100 ot : +++ +4+4++ 














* The antigen used in these tests was prepared by Dr. C. E. Smith and diluted with sterile saline. 

++, Zone of induration 5 mm. to 7.5 mm.; ++, Zone of induration 7.5 mm. to 10 mm.; +++, zone of induration 10 mm. to 12.5 
mm.; +-+++, zone of induration above 12.5 mm. 

+ 0=Zone of induration less than 5 mm. in diameter in 48 hours. 
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tive at a titer of 1:40 when first examined, 13 
days after the appearance of the initial lesion. It 
fell precipitously to normal during the sixth week 
(Table 1). The complement-fixation test was 
consistently negative except for a barely positive 
fixation in the lowest dilution on two occasions 
(Table 1). This was interpreted by Dr. C. E. 
Smith as being of doubtful significance. The 
coccidioidin skin test, which was negative in a 
dilution of 1:100 seven weeks prior to the onset 
of the infection, was now positive in a dilution 
of 1:100,000 (Table 2). The degree of skin 
sensitivity fell in three weeks and has persisted 
at a lower level since then. In this regard it is 
to be noted that the skin reaction was never 
severe enough to cause vesiculation or necrosis, 
even when the lowest dilution of antigen was 


used. 


A, M. A. ARCHIVES OF DERMATOLOGY 


Comment 


This case appears to be an example of 
primary cutaneous coccidioidomycosis which 
resulted from an accidental inoculation of 
the fungus into the skin. In contrast to the 
other cases reported, this occurred as a re-. 
sult of a laboratory infection. For this 
reason it has afforded us an opportunity to 
observe the sequence of events clinically and 
immunologically from the time of inocula- 
tion. It has also been possible to demon- 
strate actual conversion of intradermal 
coccidioidin sensitivity from negative to 
positive during the course of infection. In 
the case under consideration, infection was 


CLINICAL AND IMMUNOLOGICAL COURSE 











PERCENT SEVERITY OR REACTIVITY 
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The clinical course of the infection, as well ‘as 
the immunological data, is depicted on the 
Graph. The primary lesion on the finger con- 
tinued to subside during the third week of the 
infection. Three more small discrete tender sub- 
cutaneous nodules developed at varying intervals 
along the course of the lymph drainage on the 
forearm and arm. These nodules, which resembled 
those seen in sporotrichosis, involuted during the 
next week without suppuration. By the end of 
the fourth week the original lesion had decreased 
to about half’ of its original size, and by the 
the eighth week, but the tenderness had dis- 
appeared. It had decreased to about 50% of its 
original size. At the time this report was pre- 
pared, 28 weeks after the infection, the lymph 
node was still obviously enlarged: Also, one of 
the sporotrichotic type nodules was still barely 
palpable on the forearm. All that remained of 
the lesion on the finger was a small scar. A 
second roentgenogram of the chest was interpreted 
as normal. 
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12 
TIME IN WEEKS FROM ONSET OF INFECTION 


presumed to be caused by the arthrospore 
or mycelial phase. It is to be distinguished 
from the case described by Wilson, Smith, 
and Plunkett,’ which represented an infec- 
tion by the spherule, or tissue, phase. A 
brief comparison of both cases, however, 
will quickly dispel any doubts that the clin- 
ical picture and immunological observations 
are essentially the same in both ‘cases. 

The clinical and historical criteria to be 
used in making a diagnosis of primary 
cutaneous coccidioidomycosis have been 
described by Wilson and associates." These 
may be listed as follows: 

1. The history must suggest inoculation of the 
fungus through a break in the skin at the site of 
the primary lesion. 

2. Immediately prior to the development of the 
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lesion there should be no history suggestive of 
pulmonary disease. 

3. The incubation period between the time of 
inoculation and the development of the lesion 
should be one to three weeks. 

4. The primary lesion should appear as a single 
indurated painless chancriform ulcer at the site 
of. inoculation. 

5. Regional lymphangitis and lymphadentitis 
should develop a short time later. Tender sub- 
cutaneous nodules similar to those seen in sporo- 
trichosis may occur along the course of the 
lymphatic drainage. 

%. After a variable period spontaneous involu- 
tion should occur except in those rare instances 
in which dissemination ensues. 

The history, clinical appearance, and 
course of the disease in this case appear to 
conform to these criteria. The absence of 
any history of trauma at the time of inocu- 
lation is noteworthy. This is considered 
significant, as the patient is a highly trained 
observer. We do not feel that the absence 
of this criterion invalidates the diagnosis of 
a primary cutaneous coccidioidomycosis. In 
all other cases of primary cutaneous infec- 
tion reported in the literature, there was a 
definite history of trauma except in Curtis’ 
case. In the latter instance, however, the 
history is scarcely adequate enough to draw 
any conclusions. 

Another interesting feature in this case 
was the development of the sporotrichotic 
type of subcutaneous nodules along the 
course of the lymphatics. This would seem 
to be a common sign of this syndrome, as 
it has been reported in two other instances.|| 

Serological tests can be of some help in 
determining the duration of infection. Pre- 
cipitin antibodies tend to appear early in 
the ‘course of the disease and persist for 
only a few months. Complement-fixation 
antibodies, on the other hand, are usually 
negative early in the course of the infection 
but become increasingly positive with dis- 
semination. Thus, a high precipitin titer 
with a low or negative-complement fixation 
titer would indicate a recent infection. A 
negative precipitin test and an elevated com- 
plement-fixation titer would favor a diag- 
nosis of disseminated coccidioidomycosis. 


|| References 7 and 8. 


The serological tests in this case (Table 1 
and Graph) indicate that this infection was 
of recent origin. Such a finding, although 
offering no proof of the portal of entry, is 
more consistent with a diagnosis of primary 
cutaneous disease than with a cutaneous 
lesion which occurred as a result of dissem- 
ination. 

In any given infection the intradermal 
reaction to coccidioidin can be of consider- 
able diagnostic and prognostic import, but 
it usually offers no information concerning 
the portal of entry. Thus, a positive test, 
while indicating the specificity of the infec- 
tion, does not indicate when and how the 
infection occurred. In this case, however, 
a conversion of the coccidioidin skin test 
was observed during the course of the dis- 
ease (Table 2 and Graph). This is further 
evidence that this was a primary infection 
of the skin. The drop in skin sensitivity 
which was observed after the initial rise 
cannot be explained satisfactorily but ap- 
pears inconsistent with the view of Wilson 
and associates 7 that skin sensitivity should 
increase over a period of time following the 
infection. 

Some observers feel that the histopatho- 
logical reaction may be of value in deter- 
mining the duration of an infection by 
C. immitis. Thus Wilson and associates 7 
describe the reaction of the host’s tissue to 
invasion by many infectious agents, such as 
Treponema pallidum. and the tubercle 
bacillus. Initially, this is an acute reaction 
characterized by polymorphonuclear leuco- 
cytes and lymphocytes. The causative agent 
is present in large numbers. With persist- 
ence of the infection the inflammation be- 
comes granulomatous, and epithelioid cells, 
giant cells, and lymphocytes predominate. 
The number of organisms decreases. 

The biopsy specimen in their case showed 
areas of both acute and granulomatous in- 
flammation. The Coccidioides spherules 
were extremely difficult to find. These ob- 
servations appeared to be inconsistent with 
a primary cutaneous infection. They could 
be explained, however, by the fact that the 
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biopsy was done five weeks after the onset 
of the infection, when considerable healing 
had occurred. 

In the case under discussion, the biopsy 
was done near the height of the clinical in- 
fection, 13 days after the onset. As might 
be anticipated, the reaction throughout all 
sections is acute and consists mainly of 
polymorphonuclear leucocytes and lympho- 
cytes. Giant cells and epithelioid cells are 
absent. In addition, the Coccidioides spher- 
ules are found with little uifficulty, although 
most of these are immature. This would 
seem to support the diagnosis of a primary 
cutaneous coccidioidomycosis and_ estab- 
lishes that, as in other primary cutaneous 
syndromes, the initial reaction on the part 
of the host is acute. 

There is little reason to believe that the 
prognosis of primary cutaneous coccidioido- 
mycosis is any different from that of pri- 
mary coccidioidomycosis of the lung. This 
would mean that it is generally very favor- 
able, and healing is to be expected except 
in one or two per thousand. The benign 
self-limited course in this case would seem 
to justify this belief. Of the reported cases, 
two patients experienced a. similar course 
while two developed disseminated disease. 
Although there are too few data to justify 
any conclusions, it would seem that dissemi- 
nation can occur from intracutaneous inocu- 
lation of C. immitis, and for that reason 
the prognosis should be guarded. 
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Summary 


A case of primary cutaneous coccidioi- 
domycosis resulting from an accidental 
laboratory infection is reported. 

The criteria used in making this diagnosis 
are discussed in relation to other previously 
reported cases. 
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ne i a Segmental A trophy 


ERVIN EPSTEIN, M.D., Oakland, Calif. 





At times dermatologists observe cutane- 
ous conditions that defy definite classifica- 
tion. One such instance was seen nearly 20 
years ago. Increased experience and read- 
ing have failed to solve this problem. How- 
ever, in 1955, Jaeger, Delacretaz, and Cha- 
pius? presented a case under the title of 
“Segmentary Paravertebral Cutaneous Atro- 
phy” that resembled the dermatosis under 
consideration. Their patient was a 66-year- 
old woman who had an area of scleroderma- 
like atrophy in the region of the dorsal 
nerves VII and VIII of many years’ dura- 
tion. The illustration accompanying this 
presentation had certain features in com- 
mon with the herein reported case. 


Report of Case* 


A Negro woman aged 48 yeafs, was seen 
first on June 1, 1938. She stated that when 
she was 3 years old, her mother had noted a 
dark spot on her left side, which had been 
enlarging slowly since. At 10 years of age, this 
area was found to be 3 in. (7.5 cm.) long and 
2 in (5 cm.) wide. The lesion followed the 
course of the left 10th dorsal nerve. In 1936 a 
similar area appeared under the left breast and 
rapidly. spread to the back. At approximately 
the same time, a third lesion appeared in the 
left lower quadrant of the abdomen. The orig- 
inal lesion was asymptomatic until the appear- 
ance of the other two. After this, the patient 
noted a dull aching pain and numbness in the 
actively progressing areas. 

Her past history was filled with serious ill- 
nesses, including scarlet fever, peritonitis, 
nephritis, pneumonia, “rheumatism,” and laryn- 
gitis. The latter was said to have persisted for 
Six months. She underwent a pelvic laparotomy 
with “removal of most of her organs,” a hern- 
ioplasty, and a spinal operation. She had been 


Submitted for publication Nov. 1, 1955. 


From Department of Dermatology, Highland- 
Alameda County Hospital. 
*References 2 and 3. 


seriously injured in an automobile accident. 
The patient had been treated intermittently for 
scoliosis. She also complained of unilateral 
headaches and momentary losses of conscious- 
ness. There was an indefinite history of syphilis, 





Fig. 2—Base of lesion with redundant tissue 
pulled away. 


411 








although repeated serologic tests performed on 
the blood gave negative findings. 

Examination revealed that the cutaneous sur- 
face innervated by the left 10th dorsal nerve 
was deeply retracted, causing a deep depression 
in the surrounding obese tissues (Fig. 1). The 
process extended from the vertebral column to 
a point in front of and above the anterior su- 
perior spine of the ilium. Similar areas were 
present under the left breast, extending to the 
back, and in the left lower quadrant of the 
abdomen. When the adjacent tissues were 
separated, the lesions could be seen to consist 
of smooth shiny bands of hardened skin (Fig. 
2). Surrounding induration could be felt ex- 
tending for several centimeters on each side and 
beyond each extremity of the visible lesions. 
The palpable portion was somewhat tender; the 
visible ones were not. The lesions were hyper- 
esthetic. Associated scars and striae failed to 
show any hypertrophic tendencies. There was 
no history of preceding trauma, local infection, 
or herpes zoster. 

The patient was referred to the University 
of California Hospital and was studied in the 
departments of internal medicine, dermatology, 
neurology, urology, and endocrinology, without 
the discovery of any other significant informa- 
tion. All laboratory tests gave results within 
normal limits. The basal metabolic rate was 
—1%. Subcutaneous injection of Congo red did 
not show amyloidosis. 





Fig. 3.—Histologic appearance of biopsy speci- 
men. * 
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The patient was followed until Feb. 20. 1940. 
During this time there was little change. She 
was contacted recently and reported for exam- 
ination on Oct. 7, 1955. There was no significant 
change in the cutaneous condition. However, 
she had been told that she had a “congenital 
defect in her left knee.” Further information 
was unobtainable. She refused to cooperate in 
any further studies. 

Histopathology.—Histologic examination of tis- 
sue excised from the lesion in June, 1938, and 
in February, 1940, showed identical findings. 
There was mild hyperkeratosis. The stratum 
mucosum was thinned in some areas but in most 
was acanthotic and showed marked intracellular 
edema. The reticular arrangement of the cells 
was maintained. The basal-cell layer was in- 
tact and showed racial pigmentation. The pars 
papillaris was edematous. The vessels were 
slightly dilated. There was a very mild mono- 
nuclear-cell infiltration, some of this being peri- 
vascular. The collagen was loosely separated 
and ran in all directions. It was not com- 
pressed, nor did it lie in bundles arranged par- 
allel to the epidermis. Elastic tissue stains 
showed these fibers to be sparse and splintered. 

The slides were sent ‘to Drs. Fred D. 
Weidmant and Hamilton’ Montgomery.f Dr. 
Weidman suggested the possibility of a linear 
nevus. Dr. Montgomery did not offer any 
diagnosis from the histologic section. 


Comment 


The long duration suggests that this con- 
dition is a congenital defect. The patient’s 
mother was uncertain whether the lesion 
was present at birth. She was sure, how- 
ever, that the initial area of atrophy was 
noticed at the age of 3 years and enlarged 
until she was about 10. Dr. Weidman’s 
opinion of the histologic picture would fit 
in with this concept. Even if the condition 
is of a nevoid nature, new lesions could 
appear later in life. The involvement along 
natural lines of cleavage supports this con- 
cept also. 

The clinical similarity to linear sclero- 
derma following nerve injury suggests that 
this condition might be a trophoderma due 
to neurologic injury or disease. On the 


+Weidman, F. D.: Personal Communication to 
the author. 
tMontgomery, H.: Personal communication to 
the author. 
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LINEAR SEGMENTAL ATROPHY 


other hand, there is nothing in the history 
or neurologic clinical picture to suggest 
this. Certainly, resemblance between two 
entities ‘does not establish an etiologic re- 
lationship. 

Ormsby and Montgomery,* in discussing 
nodular. nonsuppurative panniculitis, state 
that morphea-like patches form, which may 
be band-like and reach a size of 10 cm. 
Clinically, some of the lesions, such as 
the one in the lower left quadrant of the 
abdomen, are suggestive of a panniculitis. 
Unfortunately, the only biopsies allowed 
by the patient did not show the condition 
of the subcutaneous fat. This substance 
could not be palpated under the bound-down 
tissue, and it is possible that the adipose 
tissue had been replaced by fibrosis second- 
ary to inflammatory changes. While it 
seems unlikely that a panniculitis would 
follow lines of cleavage, this possibility can 
not be eliminated. However, it must be 
emphasized that an inflammation in the 
fatty tissue may be due to any of many 
causes and may be secondary to changes 
in the dermis. The possibility of a con- 
genital defect producing such a pathologic 
condition can not be denied. 

The induration distinguishes this case 
from instances of panatrophy described by 
Gowers,> Barnes,’ Bettley,® and others. 
This, too, is a poorly understood condition. 


However, both panatrophy and this seg- 
mental atrophy seem to involve all layers 
of the skin and subcutaneous tissue. The 
clinical changes in this patient could be 
described best as scleroderma-like follow- 
ing nerve damage. However, the histologic 
picture indicates that it is a separate entity. 


Summary and Conclusion 


An unusual type of segmental atrophy is 
described. The etiology and pathogenesis 
are unknown, but probably it represents a 
congenital defect. 
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Pridsiscline Ointment dnd Hydrocortisone 


(Jhon 


Comparative Effectiveness in Dermatological Therapy 


C. CONRAD SMITH, M.D., Augusta, Ga. 





Topically applied hydrocortisone has 
been found -to be effective in a variety of 
skin diseases.* More recently the topical 
application of fluorohydrocortisone was 
found to be at least as effective as hydro- 
cortisone, but requiring only one-tenth the 
concentration. 

One of the most recently discovered and 
investigated steroids is prednisolone. Pred- 
nisolone differs from hydrocortisone in 
that it possesses an additional double bond 
in the A ring of the steroid structure at 
the 1,2 position. Systemically administered 
prednisolone 7° requires only one-third the 
dose of hydrocortisone for the same thera- 
peutic response. When given orally pred- 
nisolone has the additional advantage over 
hydrocortisone in that sodium restriction 
and potassium supplementation are unnec- 
essary. 

Submitted for publication Aug. 19, 1955. 

The prednisolone and hydrocortisone ointments 
were supplied by Chas. Pfizer & Company and 
The Upjohn Company. 

* References 1 to 6. 

+ References 7 to 9. 


This report summarizes the results of 
topical application of prednisolone oint- 
ment in selected skin diseases, especially 
those responsive to hydrocortisone oint- 
ment. An attempt is made to compare the 
results of prednisolone ointment in various 
skin diseases with hydrocortisone ointment. 
The method of simultaneous symmetrical 
paired comparison was used in which hy- 
drocortisone ointment 1% was applied to 
the skin lesions on one side of the body 
and prednisolone ointment 0.25% or 0.5% 
yv-as applied to the contralateral side. The 
results of this study are shown in the Table. 

Of the 40 cases included in this report 
prednisolone acetate ointment was com- 
pared with hydrocortisone acetate oint- 
ment ¢ in 17, and in 23 prednisolone (free 
alcohol) ointment was compared with hy- 
drocortisone (free alcohol) ointment.§ 
The ointment base in all preparations was 
petrolatum. The duration of the compara- 
tive treatment varied from three days to 
four weeks. Mild irritation from the pred- 
nisolone ointment was noted in three pa- 


+ Cortef Ointment 1% (Upjohn). 


§ Cortril Ointment 1% (Pfizer). 


Comparative Effects of Prednisolone Ointment and Hydrocortisone Ointment in Skin Disease. 
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PREDNISOLONE AND HYDROCORTISONE 


tients. There were no allergic contact 
sensitivities to any of the ointments used 
in this study. 


Summary and Conclusion 


Forty patients with various skin diseases 
were treated with 0.5% and 0.25% pred- 
nisolone ointment.. A control study with 
1% hydrocortisone ointment was done, 
using the method of simultaneous sym- 
metrical paired comparison. As summar- 
ized in the Table, prednisolone ointment 
was less effective than hydrocortisone oint- 
ment in 23, equally effective in 13, and 
more effective in 4 of 40 patients with a 
variety of skin diseases included in the 
study. 

The results of this limited study indicate 
that although prednisolone ointment 0.5% 
is of value in a similar group of skin dis- 
eases, it is less effective than 1% hydro- 
cortisone ointment. 

1125 Druid Park Ave. 
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An Scdeaduction fo Cytodiagnosis for 


Dermatologists 


RUSSELL A. LANGLEY, M.B., %.S., D.D.M., 
Melbourne, Australia 





Cytodiagnostic smears from cutaneous 
lesions can be a valuable aid to diagnosis. 
Standard histological sections show the 
architectural patterns of disease, while 
cytodiagnostic smears show the exact cell 
types participating in the disease process. 
It may be said that histology examines the 
“house,”. while cytology examines the 
“bricks.” Cytodiagnosis can therefore be 
diagnostic in those skin diseases character- 
ized either by a grossly excessive number 
of normal cells (as in basal-cell carcinoma 
or urticaria pigmentosa) or else by the 
presence of strictly abnormal cells (as in 
Bowen’s disease or leukemia cutis). 

The technique about to be described has 
been evolved in order to carry out the 
entire test in 10 to 15 minutes. Cytodiag- 
nosis thus becomes a practical office pro- 
cedure. 


Obtaining the Specimen 


Surface scrapings can be taken from 
erosions and ulcers. Crusts, pus, debris, and 
medicaments are first removed by swabbing 
with isotonic saline, and the cleansed raw 
surface is then scraped gently with the 
blunt back of a small scalpel blade. The 
material collected on the blade is spread 
out evenly on an absolutely clean micro- 
scope slide, which is then waved around in 
the air so as to dry the smear as quickly 
as possible. 

The floor of a vesicle or bulla provides its 
most useful information. An intact early 
blister is swabbed with alcohol, the top is 


Submitted for publication July 25, 1955. 
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grasped with forceps, and the whole roof 
of the blister is then cut away with a 
sterile scalpel. A surface scraping from 
the floor can then be made as above. A 
drop of compound (benzoin) tincture or 
other suitable dressing is then applied to 
the raw surface. 

Incision scrapings are necessary for non- 
ulcerated lesions such as pigmented moles 
and dermal tumors. After the lesion is 
swabbed with alcohol, a drop or two of a 
local anesthetic (with epinephrine) is in- 
jected superficially into the tumor. This 
prevents pain and minimizes bleeding. An 
incision is then made into the anesthetized 
tissue with a small sterile scalpel. The 
length ‘and depth of the incision depends 
largely on the depth of the disease process. 
Tumors of the epidermis and dermis usually 
require an incision 2 to 3 mm. long and 
about 2 mm. in depth, while subcutaneous 
tumors may require a somewhat deeper 
and longer incision. 

The scalpel blade is then turned across 
the wound, and the sides are scraped firmly. 
A dry sterile swab can keep the wound 
relatively bloodless, although a little blood 
mixed with the pathological cells is an ad- 
vantage because the blood cells provide a 
useful comparison for assessing the size 
and staining qualities of other cells. As 
before, the scraped material on the scalpel 
blade is spread directly onto a microscope 
slide and dried in the air. Any small pieces 
of scraped material should be gently mashed 
and spread out as evenly as possible, so 
that the smear is about as thin as an ordi- 
nary blood film. The scrapings of the 
wound must generally be repeated several 
times in order to get 1 or 2 sq. cm. of 
smeared material on the slide. 
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The incision can be ‘dressed with com- 
pound benzoin tincture and covered if 
necessary. Being small, the wound heals 
quickly with minimal risk of infection and 
without preceptible scarring. 


Choice of Stain 


For cytodiagnostic purposes, the quality 
of the staining must be excellent and con- 
stant. A multicolor staining technique is 
necessary, because exact identification of 
the dozens of cell types that may be en- 
countered demands that the various com- 
ponents of cells should be specifically 
stained in different colors and hues. 

For office use, the choice of staining pro- 
cedures is considerably restricted by the 
fact that the technique must be simple and 
quick. As will be explained, Wright’s and 
Leishman’s stains can be made to fulfill 
years, and so the stained appearances of 
all these requirements precisely. These 
stains have been widely accepted for blood 
and bone-marrow smears for the past 50 
the various blood cells and their precursors 
are well known; this is particularly impor- 
tant in diagnosing smears of leukemic in- 
filtrations. 

The dye used in both of these stains is 
a specially prepared compound of methylene 
blue and eosin, made in such a way that 
it can stain blue and red and a whole host 
of intermediate reddish-blues and bluish- 
reds. Wright’s dye contains a greater pro- 
portion of methylene blue than Leishman’s 
dye, but even so the two stains are capable 
of giving practically identical results. 

In each case, the stain consists of a 0.5% 
solution of the dye in methyl alcohol. In 
addition to acting as the solvent, the methyl 
alcohol serves as a fixative, fixing the cells 
to the slide and preserving them in their 
natural state. It also kills most, if not all, 
organisms present, thus making the pre- 
pared slides at least relatively safe to 
handle. 

These stains can be purchased either in 
solution form, ready for use, or as pow- 
dered dye to be dissolved in pure methyl 


alcohol (analytical reagent quality) and 
filtered. Solutions should be kept well stop- 
pered in order to prevent concentration by 
evaporation of the solvent. 


Constancy of Staining 


It is well known that both Wright’s and 
Leishman’s stain have a tendency to give 
variable results. This fact takes on con- 
siderable importance in view of the need 
for constant staining for cytodiagnosis. 
What are the causes of such variations, 
and how can they be remedied? Investi- 
gation showed that there are two factors to 
be considered. 

The first is that the dye compound itself 
is believed to vary somewhat in composition 
from one batch to another. This can largely 
be eliminated by always using one brand 
of dye, which should be of the highest possi- 
ble quality. 

The other variable factor is the hydrogen 
ion concentration (pH) at which the stain- 
ing is performed. Alkaline staining favors 
the methylene blue at the expense of the 
eosin, while acid staining does the reverse. 
The sensitivity of this is such that demon- 
strable color changes can be produced by 
altering the pH of the diluting fluid by as 
little as 0.2 of a pH unit. Changes of this 
order can occur in the solution of the 
stain, in the diluent, and in the washing 
fluid. 

The pH of the stain solution itself is in- 
fluenced by the composition of the dye and 
by the purity of the methyl alcohol. As 
before, this source of error is reduced to 
a minimum by keeping to a single reliable 
brand of dye and of methyl alcohol. Quite 
apart from this, the pH of the stain solution 
may change slowly with keeping; absorption 
of atmospheric carbon dioxide has an acid- 
ifying effect, while diffusion of alkali out 
of the glass of the bottle exerts an alkaliniz- 
ing effect, and either of these may pre- 
dominate.. Except by observing the results 
obtained, there is no easy way of keeping 
a check on such storage variation of the 
stain, but if it occurs it can be compensated 
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either by altering the pH of the diluent 
in the appropriate direction or else by using 
a buffered diluent. 

For consistent results, the pH of the 
diluent must be accurately controlled. It 
was pointed out above that a pH change of 
0.2 of a unit causes a slight but definite 
change in the color of the stained cells. 
The stringency of this requirement will be 
appreciated when it is realized that the 
pH of distilled water commonly varies 
from about 5.4 to 6.0. The use of phosphate 
buffer solutions was therefore tried, but 
it was found that these buffers are diffi- 
cult to prepare accurately. This is because 
one of the constituents (disodium hydro- 
gen phosphate) is hygroscopic when anhy- 
drous and efflorescent when hydrated, and 
hence it is difficult to weigh accurately. 
This is why my first effort to prepare a 
buffer of pH 7.0 resulted in a solution of 
pH 6.4. 

A simple alternative, which has proved 
accurate, was then found in the form of 
distilled water containing a trace of neutral 
red. This dye is an indicator which, in 
distilled water, assumes the following col- 
ors: 


Up to per 6.65 26s. io sk Bluish-pink 
BOS: .. cusses Rose pink 
BIE GU: oi ph oe os Yellowish-pink 
0 9 BE a LOPS eS Pinkish-yellow 


pH 7.4 and over.... Yellow 

These findings were repeatedly demon- 
strated by use of a Cambridge glass elec- 
trode pH meter, calibrated against a stand- 
ard phthalate buffer. 

In practice, one drop of a 0.25% aqueous 
solution of neutral red is added to each 
4 oz. (120 ml.) of distilled water in a 
colorless-glass bottle. The color of the re- 
quirred pH is then obtained by adding 
traces or drops of about 0.25% aqueous 
sodium bicarbonate solution. If the mark 
is overshot, it can be corrected by adding 
more distilled water. 
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This colored diluent provides simple and 
excellent pH control. Any change in its 
pH, due to the storage factors discussed 
above, is immediately apparent by its change 
in color. Furthermore, its pH can easily be 
altered if necessary to suit any particular 
brand of stain, or to compensate for stor- 
age change in the pH of the stain solution. 
The trace of neutral red has no effect on 
the staining of cells. 

Finally, the pH of the washing fluid in- 
fluences the color of the stained cells. Of 
the various possible washing _ techniques, 
washing the slide under a stream of tap 
water is easily the most convenient. How- 
ever, tap water has a variable pH—mine 
fluctuates from pH 6.6 to 7.2, as indicated 
by neutral red. The effect of such pH 
variation can be minimized by making the 
washing time as brief as possible. By trial 
and error it was found that, using a brisk 
stream of cold tap water, the minimum 
satisfactory washing time is 10 seconds. 
Using this washing time, the pH of the tap 
water ‘appears to be insignificant. 

Many techniques for using Wright’s and 


‘Leishman’s stains have been described, but 


in principle they fall into two main groups. 
In the first group, the undiluted stain is 
poured on the slide and allowed to act for 
a number of minutes. It is then washed 
off with water for a minute or two. In my 
hands, this method has given very poor 
quality staining. 

In the other group of methods, the un- 
diluted stain is poured on the slide and 
allowed to fix the cells for one-half to five 
minutes. An equal or double volume of 
distilled water or a phosphate buffer solution 
is then added, and the diluted stain is 
allowed to act for several minutes. This 
overstains the smear, and so the slide is 
then washed to remove the excess stain; 
the washing is continued until the blood 
smear becomes pink; this may take up to 
two or three minutes, 

This method is capable of giving good 
results with blood smears, but in most 
tissue smears there is not enough thinly 
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spread blood to enable the washing end- 
point to be judged. It was desirable, there- 
fore, to establish a staining technique for 
tissue smears, using a standard washing 
procedure. As explained, the washing tech- 
nique was kept simple, and the washing time 
is standardized at 10 seconds. 

The fixing time was investigated, and 
it was found that one minute was the mini- 
mum for adequate nuclear detail. Leaving 
the undiluted stain on the slide for longer 
than this entails the risk of evaporation 


of methyl alcohol, with consequent precipi-- 


tation of stain when the diluent is added. 
The diluent was then investigated to 
determine the pH at which the nuclear 
and cytoplasmic staining proceeded at ap- 
proximately the same rate, so that the final 
washing and differentiation could be kept 
to a minimum. After due experiment, it 
was concluded that, with the brands of 
stains used,* the optimal pH for Wright’s 
stain is 6.8 and that for Leishman’s stairi 
is 7.2. As explained previously, the pH of 
the diluent can be altered if required by 
the brand or age of the stain used. The 
pinkish-buff staining of erythrocytes is a 
good indicator of optimal staining. If they 
are too pink, eosinophile granulocytes be- 
come unnecessarily hard to pick, and the 
diluent should be made a little more alka- 
line. On the other hand, if the erythrocytes 
stain a greenish color, the diluent should 
be acidified with more distilled water. 
THe degree of dilution of the stain was 
also investigated. The best results were 
obtained by adding double or treble the 
volume of diluent to the stain. The degree 
of dilution need not be exact, as the results 
are the same with either a double or a 
treble volume of diluent, and the staining 
time is the same for both. Less dilution, 
for example, using the same amount of 
diluent as stain, gave less satisfactory re- 
sults, was more difficult to mix, and had a 


*The Wright’s stain was made by the National 
Aniline Division of the Allied Chemical and Dye 
Corporation, New York, and the Leishman’s stain 
was made by British Drug Houses. 


tendency to throw a fine black precipitate 
of stain on the slide. 

Finally, the staining time was investi- 
gated. Understaining was indicated par- 
ticularly by undue pallor of the nucleus and 
cytoplasm of monocytes, while overstain- 
ing was easily detected by the nuclei of 
small lymphocytes becoming very dark and 
lacking chromatin detail. These experi- 
ments indicated that the optimal staining 
time for double- to treble-diluted Wright's 
stain is three minutes, and for similarly 
diluted Leishman’s stain it is seven min- 
utes. It must be realized that the staining 
time may vary a little according to-the par- 
ticular brand of stain used, but once deter- 
mined it should remain comparatively con- 
stant. 

More than 100 different techniques were 
tried in establishing the above data. 


Actual Staining Technique 


The air-dried smear should be stained 
as soon as possible, although it is useful 
to know that air-dried unfixed smears will 
often stain very well even after a. delay 
of a day or two (for example, if the slides 
have to be sent by mail). 

Before staining, it is a good idea to 
run a grease-pencil line across the slide a 
couple of centimeters from one end. This 
serves to exclude the stain from one end 
and so permits the slide to be handled 
without staining one’s fingers. 

The details of the staining technique are 
as follows: 


1. About 20 drops of undiluted Wright’s or 
Leishman’s stain is poured on the slide and allowed 
to act for one minute. The amount of stain used 
must amply cover the smear. 

2. A double to treble quantity of diluent is then 
added to the stain, by means of an eyedropper. The 
diluent and the stain are mixed thoroughly for a 


. half minute or so by repeatedly sucking the fluid 


up the dropper and gently expressing it again. 

The diluent is distilled water containing a trace 
of neutral red. At least with the brands of stain 
specified, the diluent should be rose pink in color 
(pH 68) for Wright’s stain, and pinkish-yellow 
(pH 7.2) for Leishman’s stain. 

The diluted stain is allowed to act for three 
minutes with Wright’s stain, or for seven minutes 
in the case of Leishman’s stain. 


419 


i 








3. The stain is then washed off the slide under 
a brisk stream of cold tap water for 10 seconds. 
It is then immediately blotted dry on a fine non- 
fluffy blotting paper or filter paper. 

Wright’s stain and Leishman’s stain give 
virtually identical results when used in the 
above manner, but Wright’s has the advan- 
tage of being quicker. 


Examining the Stained Smear 


The quickest method of examining a 
cytodiagnostic smear is to put a drop of 
cedar-wood immersion oil on the stained 
preparation and cover it with a clean cover 
slip. The smear is then examined under 
low power of a microscope (about 100 X), 
switching to the high-power dry objective 
(about 600 X) for cell identification as 
often as necessary. This provides suff- 
cient magnification and detail for the vast 
majority of cytological purposes, and most 
cutaneous smears can be diagnosed with 
this technique after a few minutes’ exam- 
ination. 

For more exact identification of bacteria, 
it is usually necessary to resort to the 
greater magnification and resolving power 
of the oil-immersion lens (about 1000 X). 
In such a case, the cover slip should be re- 
moved and an extra drop of immersion 
oil put on the selected part of the slide. 
The small field and very shallow depth of 
focus make oil-immersion examination con- 
siderably slower than high-power dry ex- 
amination; the latter is ‘therefore preferred 
for routine work. 

Parfocal microscope objectives are most 
desirable for this type of work, and scan- 
ning the slide systematically with the help 
of a mechanical stage is also time-saving. 


Smear Cytology 


It must be expected that, when tissue 
cells are spread out in smears, they look 
rather different from their accustomed ap- 
pearance as seen in sections. They are 
flattened out in smears and therefore appear 
considerably larger than in sections, and, 
in addition, different stains emphasize dif- 
ferent features of the cells. However, the 
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recognition of cutaneous cells in smears is 
no more difficult than is identification in 
the base of bone-marrow smears, and I be- 
lieve that the value of office cytodiagnosis 
fully justifies the effort of learning to 
identify these cells. The following general 
remarks will serve as an introduction to 
the subject. 

A cell is a microscopic unit of proto- 
plasm consisting essentially of a nucleus 
surrounded by cytoplasm. The nucleus 
usually appears as a round, oval, or elon- 


-gated basophilic body, situated as a rule 


near the center of the cell (Figure Cell 1). 
It is bounded by a tough semipermeable 
nuclear membrane, well seen in hematoxy- 





Examples of some cutaneous cells, as seen 
in Wright- or Leishman-stained tissue smears. 
1, Two basal epidermal cells. 2. A parakerato- 
tic cell. 3. A malignant prickle cell. 4. A vari- 
cella epidermal cell. 5..A multinucleated pig- 
mented melanocyte from a benign mole. 6. A 
horn ceil. (Scale: 1 mm. = Ip) 


lin-stained preparations. Inside this mem- 
brane is a nuclear juice and a complicated 
tangled mass of very thin strands known 
as the chromatin network (Figure Cell 2). 


- Chromatin contains relatively large amounts 


of nucleic acids,t and this accounts for 
its elective staining by basic dyes such as 
hematoxylin and -methylene blue; it is 
colored purple in Wright- or Leishman- 
stained smears, as in the case of hema- 
toxylin-and-eosin-stained sections. 


+ Reference 1, p. 16. 
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The pattern of the chromatin network 
is a constant for each cell type. Wright’s or 
Leishman’s stain shows this network to be 
fine and lacy in some cells (for example, 
monocytes), dense and closely knit in 
others (for example, basal cells of epider- 
mis); the strands of the network may be 
matted together in parts to form small or 
large chromatin clumps (for example, mono- 
cytes and lymphocytes, respectively); if 
these clumps are small, plentiful, and 
evenly spaced, they give the nucleus a 
granular appearance (for example, fibro- 
cytes). Hematoxylin hardly stains the 
chromatin network at all, and therefore 
unduly emphasizes any clumps or granules 
present. . 

Hyperchromatic nuclei have an excessive 
amount of chromatin and hence stain much 
darker than their normal counterparts. 
This is a common but inconstant sign of 
malignant tumor cells (Figure Cell 3). It 


is also found in degenerating cells, such 


as normoblasts and some of the upper 
prickle cells of the epidermis—in this case 
the nucleus gradually loses its nuclear juice 
and shrinks to a small intensely staining 
structureless globule called a pyknotic 
nucleus. This degenerate nucleus then dis- 
appears, either by being discharged as such 
from the cell or by breaking up into tiny 
fragments which dissolve in the cytoplasm. 

_Hypochromatic nuclei are another sign of 
degeneration. The nuclei of most of the 
upper prickle cells display this lysis—their 
nuclei stain more and more faintly and 
simply appear to dissolve away in the cyto- 
plasm. 

One or a few small globular nucleoli are 
usually present inside the nucleus. As a rule 
they measure about 2y in diameter, although 
in malignant tumor cells they may be much 
larger. The nuclear chromatin tends to be 
condensed around each nucleolus to form 
a nucleolar membrane, comparable to the 
nuclear membrane which encases the whole 
nucleus. Both of these membranes stain 
darkly with hematoxylin, but they are usu- 
ally inconspicuous with Wright’s or Leish- 
man’s stain. 





Nucleoli are generally well demonstrated 
in Wright- or Leishman-stained smears, ap- 
pearing as light-blue intranuclear roundish 
globules (Figure, Cell 2). This is in contrast 
with their appearance in hematoxylin-and- 
eosin preparations, in which the nucleolar 
membrane stains purplish-black and the nu- 
cleolar juice stains pink. In any stained 
preparation, nucleoli tend to be masked if 
much chromatin is present (for example, 
lymphocytes {). 

Colonies of certain viruses grow inside 
nuclei, such colonies being called nuclear 
inclusion bodies. These bodies stain exactly 
like nucleoli, but differ in that they grow to 
be larger than nucleoli, and in doing so, 
cause hypertrophy and fragmentation of the 
affected nuclei (Figure, Cell 4). 

Cells ordinarily contain only one nucleus 
each. However, multinucleated cells, with up 
to about six nuclei each, occur in some 
tumors as a result of nuclear divisions un- 
accompanied by cytoplasmic divisions (Fig- 
ure, Cell 5), and multinucleated phagic cells, 
with up to 20 or more nuclei each, are fre- 
quently found in granulomatous inflamma- 
tions as a result of cytoplasmic fusion of a 
cluster of mononucleated histiocytes. 

The nucleus of a cell disappears when 
the cell dies. Such dead nuclear cells occur 
physiologically in the case of the horny 
cells of the epidermis (Figure, Cell 6) and 


’ the erythrocytes of the blood. Nuclei disap- 


pear by the processes of pyknosis and lysis. 

Nuclei undergo characteristic changes dur- 
ing cell division (mitosis). The following 
series of events can be traced in routine 
sections and tissue smears of rapidly grow- 
ing tissues (such as bone-marrow or ana- 
plastic tumors). The nuclear chromatin first 
becomes arranged like a tangled skein of 
thick thread (spironeme stage). This thread 
then breaks up into irregular rods—the 
gene-carrying chromosomes—and the nu- 
clear membrane and nucleoli disappear 
(aster stage). Each chromosome then splits 
lengthwise into two, which proceed to sepa- 
rate to opposite ends of the cell (disaster 


+ Maximow and Bloom,’ p. 41. 
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stage). The cytoplasm now starts to constrict 
in the center of the cell, and as this con- 
striction is completed the chromosomes in 
each portion fuse together, and the nuclear 
membranes and nucleoli re-form. Finally, 
the two complete daughter cells separate. 
Abnormal mitotic figures are occasionally 
found in malignant tumors; a good illustra- 
tion of this is to be found in Boyd.* 

Turning now to the cell cytoplasm, we 
learn that it consists of a colloidal solution 
of proteins, fats, carbohydrates, and in- 
organic salts, encased in a semipermeable 
cell membrane. 

In hematoxylin-and-eosin sections, cyto- 
plasm usually stains pale to moderate pink; 
the only common exception to this is the 
basophilic cytoplasm of plasma cells, which 
stains purplish-pink. However, in Wright- 
or Leishman-stained smears, cytoplasm 
ordinarily stains pale to moderate blue or 
blue-gray (Figure); that of plasma cells 
stains bright blue; erythrocytes alone stain 
pinkish-buff. 

The shape of cells is a variable thing. 
Phagocytes and the blood leucocytes are 
capable of ameboid movement; their irregu- 
lar shape and pseudopodia are well seen in 
quickly dried tissue smears, but in formalin- 
fixed sections they withdraw their pseudopo- 
dia and appear as simple rounded cells. The 
other. connective tissue cells and epithelial 
cells have been observed to display a snail- 
like gliding movement in tissue cultures,§ 
(Figure, Cell 5). which probably explains 
their somewhat variable shape in tissue 
smears. 

The amount of cytoplasm and its consti- 
tuents are more specific for each cell type. 
Cytoplasmic fats are normally in colloidal 
solution and therefore invisible, but phago- 
cytes and lipocytes (fat cells) have the 
ability to accumulate true fatty globules in 
their cytoplasm. In Wright- or Leishman- 
stained: smears, as in paraffin-embedded 
sections, these globules of fat are dissolved 
out of the cell and leave empty vacuoles in 


§ Maximow and Bloom,* pp. 34 and 56. 
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the cytoplasm. Distinction between neutral 
fats (such as occur in lipocytes and sebace- 
ous cells) and cholesterol and its esters 
(such as occur in xanthoma phagocytes) can 
be made by examining an unstained smear 
in crossed polarized light; neutral fats are 
then invisible, whereas the doubly refractile 
cholesterol and its esters show as bright 
spots of light in an otherwise dark field. 

Mucin globules, being water soluble, are 
also dissolved out by Wright or Leishman 
staining (and by formalin fixation) and 
leave empty fat-like vacuoles in the cyto- 
plasm.* Such cells may be seen in cutaneous 
metastases from mucoid carcinomas of the 
bronchi, gastrointestinal tract, or ovaries. 
Mucin globules can be specifically stained 
red by using absolute ethyl alcohol as a 
fixative and staining with mucicarmine. 

In addition to these globules, various types 
of cytoplasmic granules are to be seen in 
Wright- or Leishman-stained smears, as fol- 
lows. Coarse acidophilic granules, staining 
bright red, are. characteristic of eosinophile 
granuloblasts and granulocytes. Fine neutro- 
philic granules, staining magenta, are found 
in neutrophile granuloblasts and granulo- 
cytes and in some lymphocytes and mono- 
cytes. Moderately coarse basophilic granules, 
staining purplish-black, are in turn found 
in basophile granuloblasts and granulocytes 
and in mast cells. Melanin in melanocytes and 
phagocytes takes the form of fine to coarse 
green to greenish-black cytoplasmic granules 
(Figure, Cell 5), while hemosiderin may be 
found in phagocytes as brown cytoplasmic 
granules. 

Pathogenic organisms may also be found 
as cytoplasmic inclusions. Purplish-black 
pyogenic cocci may be seen in neutrophile 
granulocytes, while histiocytes may contain 
the varidus deep mycotic organisms, the 
protozoal Leisman bodies, and the Donovan 
bodies of granuloma inguinale. The cyto- 
plasm of epidermal cells may contain the 
basophilic inclusion bodies (virus colonies) 
of molluscum contagiosum and_ variola. 
Ziehl-Neelsen staining of heat-fixed tissue 
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smears is necessary for demonstrating the 
acid-fast bacilli of tuberculosis and leprosy. 

In addition to fats, pigments, and organ- 
isms, scavenger phagocytes are commonly 
seen with miscellaneous particles of degen- 
erate nuclei and other cell debris engulfed 
in their cytoplasm. 

Finally, it should be mentioned that the 
tonofibrils of epidermal cells and the inter- 
cellular bridges through which they pass are 
not visible in Wright- or Leishman-stained 
smears. 

A description of normal and abnormal 
epidermal cells in tissue smears has already 
been published,* and a detailed account of 
the appearances of mesodermal cells in 
smears iS now in preparation. 


Summary 

Cytodiagnosis is useful in those skin dis- 
eases characterized either by a gross excess 
of normal cells or by the presence of ab- 
normal cells, 

A simple, quick, and painless technique 
is described, which enables cytodiagnosis to 
be carried out as an office procedure. The 
specimen is obtained by scraping an eroded 
surface or by incising an intact surface and 


scraping the sides of the wound. The 
scraped material is spread on a slide and 
stained with either Wright’s or Leishman’s 
stain. A simple method is described for en- 
suring excellent and constant results with 
these stains. 

The appearance of cells in Wright- or 
Leishman-stained tissue smears is then de- 
scribed in general terms. 

The pH measurements cited in this article were 
performed by Dr. A. Buchanan and Mr. R. Hender- 
son, of the Chemistry and Biochemistry Depart- 
ments, respectively, of the Melbourne University. 


34 Queen’s Road. 
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Clinical Notes, New Instruments and Techniques 


ALOPECIA AREATA OCCURRING SIMULTANEOUSLY IN IDENTICAL TWINS 


ABRAHAM |. WEIDMAN, M.D. 
LENA S. ZION, M.D., Brooklyn 
and 
ALFRED E. MAMELOK, M.D., New York 


The occurrence of alopecia areata in twins is rather uncommon, and to the best of our 
knowledge has never been reported to occur in circumstances similar to those here presented. 

The unusual features of our case are the appearance of a patch of alopecia areata in both 
patients at about the same time, in the same location, and following an identical operation 
performed on the same day. The condition, however, has been observed in several members 
of the same family and reported by Poynton,’ Zinsser,? Warren,® and others.* In the case 
described by Warren, alopecia areata occurred in a 6-month-old boy whose father, grand- 
mother, uncle, and great aunt at some period of their lives, suffered from alopecia areata. 
Hiram E. Miller, in discussing a paper by Clark and Stibbens,* mentions an instance of twins 
who developed alopecia areata three months apart. The lesions were not in the same locations 
or of equal severity, but the regrowth of hair occurred in about the same time. Nelson P. 
Anderson ® presented two cases of alopecia in two sisters aged 8 and 13, respectively. Both 
. developed the condition at about the age of 7 years. Traub®* presented two cases of alopecia 
areata in a brother and sister. Both began to develop the condition at the age of 2 years. 
Shelton and Hollander’ report a case of alopecia areata universalis in a woman aged 32 and 
in her father aged 62. The latter developed his first patch of alopecia at the age of 15, while 
his daughter began to notice the condition at the age of 31. Bereston and Robinson °. report 
the cases of two sisters in one family and two brothers in another family who acquired 
alopecia areata. Bloom? presented two instances of alopecia areata occurring in the same 
family. One was in a mother, aged 25, who had had alopecia areata since the age of 4 years, 
and in her child, aged 5 years, who had had the condition for a few weeks. In both, the 
alopecia areata was located at the occipital region. The second case concerned two Negro 
sisters, aged 18 and 15 years, respectively. In the former, patches of alopecia appeared four 
years previously on the right temporal, occipital, and eyebrow regions. The latter has had a 
patch of alopecia areata on the occipital area for four months. Of particular interest in our 
case is the observation that irritation and strain of the eyes caused by refractive errors may 
be of causative significance in alopecia areata.° Haynes and Parry” examined the refraction 
in 61 patients with alopecia areata; of these, 26 were males and 35 were females. Ninety-five 
per cent of these patients had astigmatism, and seventy-three per cent of the patients with 
astigmatism had an oblique axis which might cause a reflex nervous irritation. Twenty-five 
per cent had been wearing glasses previously, and a change of lenses was indicated in all of 
them. Although the authors do not assume that refractive errors are the sole cause of alopecia 
areata, the constant high percentage of relationship suggests that reflex nervous irritation from 
the refractive error may possibly be a cause. Alopecia areata associated with an intraocular 
foreign body was reported by McGrath," whose patient had an accident in which a fragment 
of metal pierced the cornea of the right eye and lodged in the vitreous. About six weeks after 
the removal of the foreign body, the patient noticed whitening and falling out of the cilia 
of the right eye, and a few months later he lost almost all his scalp hair. The author con- 
cludes that the hair changes in this case seem to be manifestations of alopecia traumatica 
caused by unilateral traumatic uveitis or cranial injury in a person of neurotic disposition. 


Report of Case 


The first patient, a boy aged 8 years, presented turning in of the eyes, which was first 
noticed at the age of 7 months. There was no history of forceps or respiratory distress at 


Submitted for publication Dec. 30, 1955. 
* References 4 to 7. 
t Bloom, D.: Personal communication to the authors. 
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delivery. The ophthalmologic examination revealed an alternating esotropia: (convergent 
strabismus). The media were clear and the fundi normal. On Aug. 16, 1955, a 4 mm. reces- 
sion of each medial rectus muscle was done by one of us (A. E, M.) under general anes- 





Alopecia areata in identical twins. 


thesia with ether. Postoperative course was uneventful, and no complications had occurred. 
On Sept. 23, 1955, his mother noticed a patch of alopecia on the left parietal region which 
became progressively larger within the next few days. The second patient, the twin brother 
of the first, also showed turning in of the eyes, which started ‘at the age of 4 years. There 
was no history of forceps or respiratory distress at birth. There were no limitations of other 
actions of the extraocular muscles. The media were clear and the fundi normal. On Aug. 
16, 1955, a 3 mm. recession of each medial rectus muscle was done (by A. E. M.) under 
general anesthesia, with ether, and the postoperative course was uneventful. In September, 
1955 (perhaps a few days later than in the other patient), his mother noticed a patch of 
alopecia on the left parietal region, exactly in the same location as in the other patient. The 
culture and direct examination of the hair for fungi in both patients were negative, and the 
hair did not fluoresce on examination with Wood’s light. 


Summary and Conclusion 


A case is reported of a pair of twins who developed alopecia areata in the same location 
at about the same time, following an identical operation for strabismus performed on the 
same day. The final result was satisfactory ophthalmologically, i.e., the strabismus was cor- 
rected in each case. The reports in the literature of alopecia areata occurring in several 
members of the same family suggest a hereditary tendency of this disease, at least in a num- 
ber of instances. Our report of occurrence of alopecia areata in identical twins fits in with 
this statement. The striking development of the condition in both twins in the same location 
and at the same time following the same operation, indicates strongly that the latter (trauma? 
anesthesia?) was the exciting factor in producing the alopecia. Finally, in the light of the 
experience of several authors who have reported the connection between alopecia areata and 
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ocular pathology, the latter factor, since it plays an important role in our cases, should also 
be taken into consideration as a possible causative agent. 


“255 Eastern Parkway (38) (Dr. Weidman). 
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Reaction from Hydrocortisone Suspension Vehicle (Sodium Carboxymethyl Cellulose) 


A. B, LOVEMAN, M.D. 
and 
M. T. FLIEGELMAN, M.D., Louisville 


One case of allergic urticaria has been reported resulting from sensitivity to the suspend- 
ing agents in the aqueous vehicle of hydrocortisone suspension.* The specific incriminating 


allergen apparently was not determined. 
To our knowledge, therefore, the following case is the first to be reported in which a 
specific component of the hydrocortisone vehicle has been shown to provoke a systemic 


cutaneous allergic reaction. 


Report of a Case 


A white woman, aged 47, was seen in our office on Sept. 2, 1954, at which time 0.2 cc. of 
hydrocortisone (Merck’s Hydrocortone suspension) was injected into and beneath a synovial 








Recorded for publication Nov. 9, 1955. 
Studies and Contributions from the Section of Dermatology and Syphilology, Department 


of Medicine, University of Louisville School of Medicine. 
* Reference 1 and Hollander, J. L.: Personal communication to the authors. 
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Purpuric’ eruption following injection of hydrocortisone suspension vehicle. 


cyst of the right fourth finger. Several additional injections were made at two- to three- 
week intervals, and, according to the patient, after each injection, with the exception of the 
first, she experienced an extensive hemorrhagic eruption. 

We were able to reproduce the eruption repeatedly with hydrocortisone suspension, hydro- 
cortisone vehicle (Figure), and carboxymethyl cellulose, an ingredient of the vehicular 
fluid.t No reaction occurred from any of the other constituents of the vehicular suspension, 
and we were unable to provoke any reactions when hydrocortisone was given by mouth. 

The dosage given for all intentional attempts at reproduction was 0.1 cc. intradermally 
and 0.3 cc. subcutaneously in concomitant injections of the material to be tested. There was 
no local reaction to the intradermal injections. Prior to and during the cutaneous reactions, 
complete blood studies were. essentially normal. 


Summary 


A case of cutaneous sensitivity to sodium carboxymethyl cellulose, a component of the 
vehicular fluid of Hydrocortone suspension, is herewith reported. This was manifested by an 
extensive generalized purpuric eruption. 


REFERENCE 


1. Brown, E. M., Jr.; Frain, J. B.; Udell, L., and Hollander, J. L.: Locally Administered 
Hydrocortisone in the Rheumatic Diseases, Am. J. Med. 10:656-665 (Nov.) 1953, 





+ The following are the components of the suspension vehicle and were furnished us through 
the courtesy of Merck & Co., Inc., and E. R. Squibb & Sons: (1) 0.9% benzyl alcohol ; 
(2) 0.9% sodium chloride; (3) 0.4% polyoxyethylene sorbitan mononucleate (Tween); (4) 
0.5% sodium carboxymethyl cellulose. 
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LEUKEMIC ULCER OF THE PENIS 


HARLAN M. LEVIN, M.D. 
and 
J. HARVEY JOHNSTON, M.D., Chicago 


The lesions of leukemia cutis that are usually mentioned in the literature’ consist of 
macules, papules, nodules, plaques, subcutaneous tumors, petcchiae, and bullae, and they are 
generally distributed without a definite pattern on any part of the body surface. In addition, 
ulcerations, both anal and oral, have been described,* but, as far as we can determine, the 
literature contains no record of a leukemic ulcer of the penis. We herewith report such a 
case, not only because of its rarity but because of its importance in differential diagnosis. 

The finding in a young Negro man of an ulcer of the penis associated with regional 
lymphadenopathy should first suggest the diagnosis of venereal disease and particularly syphilis. 
Once syphilis is ruled out, there must be eliminated the remaining diseases which may pro- 
‘duce penile ulcers: chancroid, herpes progenitalis, lymphogranuloma venereum, ‘ granuloma 
inguinale, epithelioma, erosive balanitis, and mycotic granulomas. At the bottom of this penile 
totem pole should be added leukemic ulcer of the penis. 


Report of a Case 
A 25-year-old Negro man was hospitalized on June 13, 1955, with the complaints of weak- 
ness, loss of weight, and swelling of glands of the neck, of two to three months’ duration. 
Bone marrow studies showed the constituent cells to be predominantly immature lymphocytes, 
diagnostic of subacute lymphatic leukemia. Thé .hemogram showed the following: RBC, 
1,500,000; hemoglobin, 49% ; hematocrit reading, 15%; WBC, 2200; differential count, 32% 
neutrophiles, 68% small lymphocytes; platelets, 108,000. The serologic test for syphilis was 





Photomicrograph of histologic section from the edge of the ulcer, showing dense infiltration 
of small lymphocytes in the upper dermis. Diagnosis: Leukemia cutis. Hematoxylin and 
eosin; reduced. 1/5 from mag. X 200. 


Accepted for publication Dec. 8, 1955. 

From the Veterans Administration Research Hospital, Northwestern University Medical 
Center, Department of Dermatology. 

* References 2, 3, and 4. 
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negative. After four transfusions of 500 cc. of whole blood each, the hemoglobin rose te 
84% and the hematocrit value to 37%. The WBC, however, remained at 2200 cells, and the 
differential count was as follows: 1 neutrophile, 93 lymphocytes, 5 prolymphocytes, and 1 
lymphoblast. On the 19th day of hospitalization, the patient complained of a painful area 
beneath the foreskin. He thought that this had started as a small blister about a week pre- 
viously. He denied extramarital sexual contact, and he stated that marital coitus had not 
occurred for at least two months. Physical examination revealed an irregular punched-out 
ulcer on the shaft of the penis just proximal to the coronal sulcus. The edges were sharply 
demarcated, 3.0 mm. deep, and there was a grayish seropurulent coating on the floor of the 
ulcer. There were discrete tender lymph nodes in both inguinal regions. There were no 
other skin lesions. Two dark-field examinations of clear serum expressed from the ulcer 
failed to reveal spirochetes. Serologic tests for syphilis at this time and again two weeks 
later were negative. A histologic section of tissue from the edge of the ulcer showed the 
mucous membrane to be essentially normal. The dermis was composed of loosely arranged 
collagenous tissue in which were many dilated, thin-walled vascular spaces; it was diffusely in- 
filtrated by small round cells, which had regular hyperchromatic nuclei and little cytoplasm and 
presented the appearance of lymphocytes. There were focal accumulations of these lymphocytes 
in the deeper tissues, especially in the adventitia of the small arterioles and veins. A diagnosis 
of leukemia cutis was made (Figure). 

After two months of systemic therapy with 6-mercaptopurine, 100 mg. every 12 hours, 
and corticotropin (Acthar Gel), 40 units every 12 hours, local treatment with boric acid 
compresses, polymyxin B-bacitracin (Polysporin) ointment, and 1200 r of x-ray therapy, 


the ulcer healed completely, leaving a flat, depigmented scar. After the ulcer had healed, 


peripheral blood studies showed that the disease had undergone a complete hematologic re- 
mission. 
Summary 


A case is reported of subacute lymphatic leukemia in which a leukemic ulcer of the penis 
was the only cutaneous manifestation. 


333 E. Huron St. 
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Clinical Notes, New Instruments and Techniques 


ONYCHOLYSIS OF THE FINGERNAILS OF BEAUTICIANS DUE TO 
IMBEDDED HAIR 


F. JAMES STUBBART, M.D. 
Muskegon Heights, Mich. 


Occupation dermatitis in barbers and beauticians is most frequently due to contactants as 
primary irritants and sensitizers. In 1934 Louste and Thibaut * described the foreign-body 
reaction found in the finger webs of barbers due to their hands having been pierced by hair 
from the heads of their customers. Joseph and Gifford* observed 20 such lesions in the hands 
of 15 barbers after examining 115 barbers in the San Francisco area. I personally have seen 
very few of these lesions. However, recently a patient came to me with a condition with 
which I had been hitherto unfamiliar; nor have I seen it reported in the literature available 
to me. 

She was a 40-year-old white woman, who had been a beautician for about 13 years. For 
the past six or seven years she noticed that the free ends of the nails were discolored and 
separated from the nail bed. She subsequently developed a chronic eczema of the hands. 

Examination revealed onycholysis of 2 to 4 mm. and subungual debris. There was a mild 
erythema and scaling of the finger proximal to the nails. On removal of the yellowish 
material from under the free edge of the nail, from 10 to 30 hairs wre found to be imbedded 
between the nail and the matrix. These were from 3 to 6 mm. in length. Many of the hairs, 
both dark and light, were faintly visible as longitudinal striations through the nail plate. 
Others were not. 

Without further care other than inspection and further removal of hair as new ones were 
found, the nails have become normal. 


: Summary and Conclysions 
A case of onycholysis due to splinters of hair becoming imbedded under the nail plate is 


discussed. It may be that this is an entity which is frequent but seldom recognized, or possibly 
this woman has some peculiar technique she uses when combing customers’ hair. If the latter 
is true, I could not detect it from her description and demonstration in my office. 

2416 Peck St. 
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REUBEN FRIEDMAN, M.D. 
1892-1956 


D R. REUBEN FRIEDMAN was born in Philadelphia on Dec. 14, 1892, and 
died on Feb. 4, 1956, at the Temple University Hospital. He graduated from 
Central High School in 1912 and from the Temple University School of Medicine 
in 1916. In the year 1922-1923 he studied at the University of Vienna, receiving a 
certificate for his studies in General Medicine. In 1930 and 1931 he attended the 
Graduate School of Medicine of the University of Pennsylvania, specializing in 
Dermatology, and in August, 1931, he joined the staff of the Department of 
Dermatology and Syphilology at the Temple University School of Medicine, as an 
instructor, and rose in this department until at the time of his death he was Pro- 
fessor of Clinical Dermatology. 

During his career Dr. Friedman not only published many fine articles dealing 
with various dermatologic subjects, but also wrote numerous books, four of which 
were devoted to scabies. These were “The Emperor’s Itch: The Legend Concern- 
ing Napoleon’s Affliction with Scabies,” 1940; “Scabies—Civil and Military: Its 
Prevalence, Prevention and Treatment,” 1941; “Biology of Acarus Scabeii,” 1942, 
and “The Story of Scabies,” 1947. He also wrote and published several monographs 
on scabies, two of which dealing with Giovan Cosimo Bonomo, the discoverer of 
the parasitic nature of scabies, came to the attention of the Italian Society of 
Dermatology and Syphilology with the result that he was made a corresponding 
member of that Society and was honored in Livorno, Italy, on May 14, 1950, 
when a rededication of the memorial to Bonomo took place. Exhibits on scabies by 
Dr. Friedman at the American Academy of Dermatology and Syphilology meeting 
in Chicago in 1940 and at the annual meeting of the American Medical Association 
in Cleveland in 1941 were noteworthy. At the Chicago meeting he also demonstrated 
photographically the “scrape and smear method” for the microscopical diagnoses 
of typical and atypical scabies which he had previously devised. 

In 1955 Dr. Friedman published his last book, “A History of Dermatology 
in Philadelphia,” which won wide recognition. A copy of this book was sent to 
every medical library in the United States. 

Because of his many publications, in 1949 he received the Distinguished 
Alumnus Award of the Temple University Medical Alumni Association. 

In addition to holding the title of Professor of Clinical Dermatology in the 
Temple University School of Medicine, Dr. Friedman was Professor of Derma- 
tology at the Temple University School of Chiropody, visiting lecturer in der- 
matology at the Graduate School of Medicine of The University of Pennsylvania, 
attending dermatologist to the Temple University Hospital, and vice-chairman of 
the Medical Board and consulting dermatologist to the Skin and Cancer Hospital. 
He was a fellow of the College of Physicians of Philadelphia, member of the 


-American Association of the History of Medicine, the Academy of Dermatology 


and Syphilology, Societa Italiana di Dermatologia e Sifilografia, Sociedad Cubana 
de Dermatologia y Sifilografia, and Sociedad Cubana de Cancerologia. He was 
also a member and past president of the Philadelphia Dermatological Society and 
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was president of the Temple University Medical Alumni Association for the years 
1946-1948. At the Temple University School of Chiropody, Dr. Friedman was 
sponsor of the Pi Alpha Pi chiropody fraternity. He was a member of Congrega- 
tion Adath Jeshurun, Philadelphia. 

In addition to his wife, Henrietta, Dr. Friedman is survived by a daughter, 
Mrs. Harold G. Ross of Takoma Park, Md.; a son, Pfc. Ralph B. Friedman, Fort 
Huachuca, Ariz., and a sister, Mrs. Dora Gassel, Philadelphia. 

Carrot S. Wricut, M.D. 
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BRONX DERMATOLOGICAL SOCIETY 


Max Jessner, M.D., President 
Henry Silver, M.D., Secretary 
Nov. 17, 1955 


Urticaria Caused by Sensitivity to Saccharin. Presented by Dr. Conrap Srritzier and 
(by invitation) Dr. Lester SAMUELS. 

L. S., the co-presenter, a surgeon, 50 years old, complains of recurrent attacks of urticaria, 
sometimes accompanied by acute cardiac symptoms, for many months. He states that whealing 
involves chiefly the hands and stops abruptly at the wrists. In an attack the fingers feel “like 
bananas,” and pitting edema of the palms can be demonstrated. An episode lasts from several 
hours to several days, and when there are accompanying cardiac symptoms skipped beats are 
felt. 

The patient had been taking saccharin (Crystallose) freely for some time. Recently he 
discontinued the use of this sugar substitute and has had neither urticaria nor cardiopathy 
since. However, an attack can be elicited at will by deliberate exhibition of saccharin. Shortly 
before this presentation a piece of saccharin, no larger than a pinhead, was placed under the 
tongue and within two and a half minutes the subject complained of odd cardiac action, and 
examination of the pulse showed a dropped beat about every sixth cycle. He broke out into 
a cold~sweat, and a wheal appeared on the right thenar eminence which rapidly increased in 
size under observation until it occupied the entire radial aspect of the palm. Pressure on the 
area resulted in pitting. Prickling and burning sensations were complained of on the face, and 
soon small wheals were visible on the forehead. Symptoms and signs like these last about three 
hours after such deliberate exposures, which have been practiced before. They then disappear 
spontaneously. 


Discussion 


Dr. JoHN Gars: Saccharin is a coal-tar derivative, the sodium salt of orthosulfobenzimide. 
Even with small doses it may occasionally cause agranulocytosis (Harris, S.:' Food Poisoning 
and Botulism, in Tice, F.: Practice of Medicine, Hagerstown, Md, W. F. Prior Company, 
Inc., 1954, Vol. 8, p. 109). : 

This case is important from the standpoint of calling our attention to saccharin as a possible 
cause in obscure cases of urticaria. 

Dr. Rupotr Baer: Dr. Stritzler should be congratulated on establishing saccharin as the 
cause of the urticaria and of the systemic manifestations in this case. I have been interested 
for some time in the allergenicity of saccharin because of two experiences in the recent past. 
The first was with a patient who complained of burning, pain, swelling, and “blistering” of the 
tongue, and who under my care had derived only slight symptomatic relief. When she came 
to see me a year later, she told me that she herself had found the cause of her difficulties. 
Like the subject of the presentation, she had stopped saccharin of her own accord and noted 
that the burning and swelling of the tongue had subsided. Incidentally, there. was a suggestion 
in this patient that she was possibly sensitive to a hair dye too. It is likely that her conclusion 
of relation between saccharin and her symptoms was correct, although evidence as good as 
that demonstrated tonight is lacking in her case. 

Some years ago Dr. Meltzer and I studied the case of R. R. (J. Invest. Dermat. 12:31, 1949) 
for eczematous cross sensitization among compounds which have an amino group in the para 
position on the benzene ring. At that time the chemists whom we consulted for advice regard- 
ing chemically related compounds suggested that saccharin be included among the substances 
to be tested. {n this patient eczematous sensitization to benzocaine, para-aminobenzoic acid, 
sulfaguanidine, etc. did not extend to saccharin. Dr. Stritzler, however, just told me a few 
minutes ago that in the case he presented tonight a reaction was produced by sulfacetamide in 
addition to saccharin. It should be noted, however, that Dr. Stritzler’s patient has an urti- 
carial type of sensitivity, while our patient had an eczematous sensitivity. 
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Dr. Morris Lemer: Hearing from Dr. Samuels’ own lips the discomfort, not to say terror, 
that he experiences from an attack, we must accord him a hero’s tribute for giving us a 
premeditated demonstration. He is at least as brave as the man who first tasted an oyster. 

In order to save him from such future rash exhibitions, I would suggest that Dr. Stritzler 
perform experiments, tests, and demonstrations by the passive transfer technique. It would be 
of interest to quantitate the exquisiteness of this sensitivity. A recipient could be prepared 
with intracutaneous injections of serum from the subject in several sites and then scratch tested 
with dilutions of saccharin. This might even be done with safety on the patient himself. In 
a recipient sublingual or enteral administration of saccharin might also be demonstrated to 
deliver enough of the saccharin antigen to evoke whealing in the prepared site. 


Sarcoidosis: A Case That Is an Argument for Tuberculosus Causation from Fulfillment of 
One of Koch’s Postulates. Presented by Dr. Morris Lemer. 

A 40-year-old white woman noted development of pea-sized, red, painless papules on the legs 
and arms beginning about mid year, 1954. 

At the time of first dermatologic examination in January, 1955, which was six months 
after apparent onset of the condition, there were about six such lesions scattered on the legs 
and arms. The rest of the general history contained nothing more, and the rest of the physical 
examination of the skin showed nothing more, of relevance to the condition. In particular, 
there was no previous history of pulmonary or other organ tuberculosis and no clinical 
evidence of involvement of any sort of any other organ that can be labeled significant disease 
or dysfunction. . 

Since clinical diagnosis on the basis of physical examination could consist only of many 
indecisive differential possibilities, the first laboratory examination performed was biopsy. The 
report by Dr. Hyman read as follows: “The whole of the cutis shows interstitial edema. 
There are scattered, sharply defined groups of vacuolated epithelioid cells with a few giant 
cells. The latter approach the Langhans type. There is only sparse mixing of small round 
cells and the infiltrates are almost encapsulated. The microscopic diagnosis is sarcoidal 
reaction.” ; 

On the basis of this report and diagnosis of sarcoidosis, the following further tests were 
performed and the following results obtained: 

Tuberculin tests: First strength PPD (0.002 mg.) gave no reaction at 48 hours. At 6 months, 
however, a discrete, pinhead-sized papular eruption appeared at the site of injection of the 
tuberculin and at 10 months this response consists of a dime-sized area of agminated and 
confluent red papules that together simulate exactly the clinical appearance of the spontaneous 
lesions. 

Second strength PPD (0.005 mg.) gave a positive reaction (3+) at 48 hours. At three 
months a discrete, papular infiltration appeared at the site of injection. The individual lesions 
in their small size and dull red color gave a clinical impression of the apple jelly nodules of 
lupus vulgaris. In subsequent months the area grew, and by now it is the size of a half dollar. 
The lesions have conglomerated into a mass that again resembles the spontaneous eruption. 
Biopsy of this reaction at four months, again read by Dr. Hyman, was reported as being 
lupus-vulgaris-like and sarcoid-like, depending on location of the tubercles in depth, the 
superficial ones being lupus-vulgaris-like, the deep ones, sarcoid-like. 

Kveim test: Injection with an antigen that is many years old, but as far as is known 
from previous use is still potent, gave no visible reaction at 10 months. 

BCG vaccination: There was no response in 48 hours to the introduction by multiple 
puncture of fresh BCG vaccine (product of the Phipps Institute, University of Pennsylvania). 
Nothing in fact occurred at the site of vaccination for a long time. Very slowly, however, over 
the course of weeks and months there developed a response which now looks exactly like 
what happened at the sites of injection of the tuberculin and also what looks like the natural 
lesions. : 

X-ray examinations: Neither the lungs nor long bones show abnormalities. 


Discussion 
Dr. Morris Lemer: There is not time to explore the argument of cause of sarcoidosis 
tonight. Moreover, discussions of this topic have long taken on the character of litigious 
wrangles rather than judicial deliberations. All I would want to provoke you with at the 


moment is the argument for tuberculous causation in this case of sarcoidosis by fulfillment of 
that postulate of Koch which holds that a disease must be produced by its presumed microbial 


434 

















UMI 


SOCIETY TRANSACTIONS 


agent. It cannot be denied that in this case clinical and histologic process similar to the 

natural process was reproduced by artificial introduction of a living tubercle bacillus and 

by products of tubercle bacilli. What do you make of it? 

Kerion of Right Eyebrow Caused by Microsporum Fulvum. Presented by Dr. Conrap 
STRITZLER. 

A 7-year-old boy is presented, with a circumscribed, boggy, inflammatory mass on the right 
eyebrow that measures 1.5 cm. in diameter and is studded with tiny pustules. The lesion began 
about one month ago as a tiny, reddish papule, and has gradually increased in size. A single 
satellite lymph node was noted originally in the right preauricular region. 

Wood’s light examination of the scalp and the lesion itself was negative. Microscopic 
examination of hair, pus, and scrapings was negative. Culture on Sabouraud’s medium produced 
a rapid growth of a powdery, buff-colored colony with a white periphery. Microscopic 
examination revealed clusters of fusiform, multiseptate macroconidia, The culture is charac- 
teristic of Microsporon fulvum (gypseum). 

Therapy consisted of Vioform ointment topically for the first week. There was but slight 
improvement. For the past two weeks 5% ammoniated mercury ointment has been used locally, 
and 10 drops of saturated solution of potassium iodide has been taken orally after meals. There 


‘has been considerable improvement on this regimen. 


Discussion 
Dr. A. J. Orruss: Dr. Stritzler is to be complimented for having done mycologic studies 
in this case. The clinical appearance of the lesion was that of a pyoderma, in which one auto- 
matically does not do fungus studies. 


Tuberculoderm of the Face (Lupus Miliaris Disseminatus Faciei). Presented by Dr. 

A. J. Orruss. 

This is a follow-up presentation of a 24-year-old white man who was presented four months 
ago with lesions of the face which were diagnosed as a tuberculoderm. These lesions were 
erythematous, dome-like nodulations, discrete and closely set on the upper lip, right cheek. 
right paranasal area, and nose. The clinical impression was confirmed by skin biopsy. 
Tuberculin tests were negative. 

The patient was treated at first with Rimifon in doses of 50 mg. four times daily and 
Drisdol in doses of 50,000 units twice daily. Five weeks of this regimen »roduced no improve- 
ment. Then upon a suggestion by Dr. Leider, local cryotherapy was instituted. A total of four 
treatments were given to the affected sites. The lesions have almost entirely disappeared, and 
there has been no recurrence to date. 


Scleroderma Treated with Aralen. Presented by Dr. A. J. Orruss and Dr. Ernest 
ROSENBAUM. 

This is a follow-up presentation of a 55-year-old white woman, who noticed in 1953 that 
her scalp hair was thinning and her neck was becoming stift. In the course of time the skin of 
the face and limbs became shiny, and her extremities became painful and difficult to move. 
In 1954 large blisters appeared on both hands and have been recurring since. The original 
examination in May revealed alopecia about the vertex of the scalp, and the findings of sclero- 
derma were obvious on the face, trurk, and extremities. In addition, bullae were noted on the 
hands and feet. 

General laboratory studies were completely negative. Biopsy confirmed the diagnosis of 
scleroderma. 

Six months ago the patient was given Aralen in doses of 25 mg. twice daily. Improvement 
was noted through the next two months. However, three months ago the patient developed 
a large crop of bullous and crusted lesions on the forearms and hands. Many of these lesions 
seemed impetiginized. Aralen was discontinued, and the patient was placed on antibiotic 
therapy with Neosporin ointment topically and Achromycin orally for five days. Gradual 
improvement of the lesions was noted, and the formation of the crusts and bullae slowly 
subsided. Aralen was resumed one month later in an attempt to determine whether the 
bullous lesions which had occurred were due to this drug, or whether they were a manifesta- 
tion of the scleroderma. To date there has been no recurrence to suggest the possibility of a 
bullous drug eruption. 


Discussion 
Dr. Victor H. Witten: I have used Aralen in the treatment of a woman who had a 
generalized, very severe form of scleroderma. The dose was 500 mg. daily. Following several 
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months of such treatment there was a definite improvement in her condition; large hard 
plaques became softer and much less defined; motion of the hands and arms increased con- 
siderably, and the tightness and immobility of the face showed marked improvement. Of course, 
we cannot state that the improvement of this patient’s scleroderma was the result of the 
Aralen; the improvement may have been fortuitous. Nonetheless, this was the order of events. 

Dr. Irwin Lusowe: I, too, have a case of scleroderma, involving the submammary area, 
axillae, thighs, and legs, which was treated with Aralen, in doses of 250 mg. daily. After one 
week’s treatment the sclerodermatous lesions seemed to begin to resolve very rapidly. How- 
ever, after the Aralen was taken for one month, gastrointestinal disturbances were noted and 
the medication was stopped. In early cases of scleroderma I think chloroquine diphosphate is 
a remedy which may have resolving effects. 

Dr. Georce Kie1In: My experience with Aralen in scleroderma has not been satisfactory. 
I treated two cases in which I had a definite impression that the condition became worse after 
Aralen and improved after the drug was withdrawn. 

Dr. Frances PAScCHER: The discussion has centered thus far on the effectiveness of 
Aralen in the treatment of scleroderma. One must not overlook the unusual morphologic 
feature of this case. In view of the failure of the bullae to reappear after the ingestion of 
Aralen, I believe one may credit these lesions to the disease itself. The association of bullae 
with scleroderma, although rare, does occur. Such a case was presented before this society, 
and the bullae were shown histologically to be subepidermal in position. Scalp involvement 
in sclerodactylia and systematized scleroderma is likewise rare. A group of similar cases was 
recently reported by Degos (Ann. Dermat. et Syph. 81:5-26 [Jan.-Feb.] 1954). 


Reticulum-Cell Sarcoma. Presented by Dr. Laurence L. PAtitz. 

A 59-year-old white woman was first seen in October, 1954, complaining of severe pain on 
the scalp and left side of the face and neck. On the left side of the scalp and face, extending 
from the occiput to the left lower cheek, were numerous hard reddish nodules and small 
plaques. There was hard adenopathy in the postauricular and left occipital regions. The 
eruption had begun eight months previously with severe pain on the left -side of the scalp 
and the sudden appearance of inflammatory herpetic lesions on the left side of the scalp and 
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face. The diagnosis at this time was herpes zoster (Dr. Stritzler), and the patient was 
hospitalized because of the severe pain. At this time Dr. Stritzler noticed one or two small 
reddish nodules in the postauricular region. Biopsy was suggested but refused by the patient. 

The photograph shows the patient one year ago. 

A biopsy specimen has since been obtained from a nodule in the postauricular region. The 
histologic diagnosis is reticulum-cell sarcoma. 

Other laboratory tests, routine and special, such as x-ray examination of the mediastinum, 
lungs, and cervical spine, were negative. 

Treatment has consisted of 375 r of x-rays to the scalp and neck and an equal amount in 
divided doses under the breasts. 

Discussion 

Dr. Laurence L. Patitz: This case was presented because it brings up some interesting 
and baffling questions about a very obscure group of diseases. Director and Kern (Arch. 
Dermat. & Syph. 62:69 [July] 1950) discuss very clearly the role of the reticulum cell in the 
pathogenesis of the lymphoblastoma group of diseases. The reticulum cell, from which all 
cells of the lymphocytic and histiocytic series are derived, was described in 1853 by Tigri as 
a network of stellate cells forming the framework of the splenic pulp. Soon after, similar 
cells were discovered in lymphatic tissue as well. Thus occurred the long-held belief that all 
tumors derived from this cell must of necessity migrate from splenic or lymphoid tissue. 
However, Maximow has shown, as a result of tissue-culture studies, that cells with similar 
potential for developing lymphoid cells are scattered throughout the entire body. In the skin, 
these cells are perivascular, and, although he called them undifferentiated mesenchymal cells, 
they are actually identical with reticulum cells. One would be hard pressed to explain the 
migration of the tumors in our case tonight from splenic or lymphoid tissue to the exact loca- 
tion of previous herpes zoster lesions. However, if one assumes that the potential for the 
development of these tumors is already present throughout the skin in the form of perivascular 
reticulum cells, then one can postulate that possibly some foreign stimulus (a virus?) has 
caused these reticulum cells to go haywire and produce these lesions. 

One can carry this reasoning further and conclude that possibly the entire lymphoblastoma 
group is derived from some stimulation of the reticulum cell. Because of its propensity for 
developing into any cell in the histiocytic or lymphocytic series, the reticulum cell plays a 
prominent role in many if not all of the lymphoblastoma group. In the infiitrative stage of 
mycosis fungoides, sections are often indistinguishable from reticulum-cell sarcoma. We 
recently performed an autopsy in a case at Montefiore which had been followed for years 
as a typical mycosis fungoides, clinically and histologically. A biopsy of an infiltrative lesion 
on the shoulder several months prior to the patient’s death was typical of reticulum-cell 
sarcoma, and at autopsy he was found to have similar lesions in the lymph nodes, liver, spleen, 
bone marrow, lungs, adrenals, and urinary bladder. Hodgkin’s disease is similarly tied up with 
this cell; many believe the Reed-Sternberg cell to be a multinucleated reticulum cell. 

Also, recent work by Rostenberg and Bluefarb showing similar immunological properties 
of the lymphoblastoma group, and the numerous cases in the literature of transitions from one 
lymphoblastoma to another begin to make sense out of vagueness, if we consider the possibility 
that all these diseases may stem from the stimulation by an unknown factor or factors of the 
undifferentiated mesenchymal or reticulum cell, 

Angiokeratoma. Presented by Dr. NorMAn B. KANor. 

A 47-year-old white woman first noticed pain, swelling, and blue deactiinncion of the left 
instep about 1920. During the next 10 years she received various forms of massage and also 
an undetermined amount of x-ray treatment to this area. In 1933 she began to develop 
small warty growths about the toes and on the sole of the left foot. These were removed 
by Dr. G. M. MacKee in 1937 by electrosurgery. The growths began to reappear in 1942 and 
have increased in size and number to the present condition. Arteriographic studies performed in 
1946 and 1952 showed an arteriovenous anastomosis in the left foot.. Some of the lesions 
were treated with solid carbon dioxide in 1952. 

On the left foot are myriad small and large hyperkeratotic papules and nodules, many of 
which show a blue angiomatous element. 

The left foot is somewhat larger than the right. 

Discussion 

Dr. Joun Garp: This patient stated that the lesions which were removed by electrodesic- 

cation recurred. She now presents numerous angiokeratomatous growths on the plantar surface 
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of the left sole and toes, most pronounced on the areas of pressure. She complains bitterly of 
pain on walking. May I suggest specially fitted rubber base foot molds similar to those prepared 
for patients with pachyonychia congenita (Garb, J.: Pachyonychia Congenita: Regression of 
Plantar Lesions in Patients Wearing Specially Made Rubber Base Foot Molds and Shoes, 
Arch. Dermat. & Syph. 62:117-124 [July] 1950. One such patient feels very comfortable with 
these special shoes. Most of the calluses and bullae in his case have disappeared, and he has 
been able to attend to his work regularly, 


Lupus Erythematosus Profundus. Presented by Dr. Frances PAscHER and Dr. CHARLES 
F. Sims. 

This is a follow-up presentation of a 37-year-old white woman, who was first seen un 
June 26, 1952, at which time she gave a history of lesions on the back for 10 years, on the 
arms for 5 years and on the elbows for one month. The pea-sized, erythematous nodules on 
the elbows were regarded as probable examples of ‘granuloma annulare in view of their appear- 
ance, the prompt resorption after biopsy, and the histologic findings. 

The nature of the plaques on the back and arms remained obscure despite clinical and 
laboratory investigation. These lesions remained unchanged until May, 1954, when the proxi- 
mal lesion on the right arm became more erythematous and extremely tender. Two weeks 
later the clinical features were suggestive of lupus erythmatosus. In March, 1955, lupus- 
erythematosus- like changes also appeared in the distal plaque on the right arm as well as a 
dime-sized area of erythema and follicular plugging on the left side of the scalp. On Oct. 
15, 1955, two new lesions were noted on the left arm. 

The patient now presents on the lateral aspect of the right arm two irregular plaques 
6.5X3.5 cm. and 4X2 cm. respectively, separated by approximately 1 cm. of normal skin. 
The centers of these erythematous, elevated lesions are atrophic, An irregular plaque, ap- 
proximately 5 cm. in diameter, showing a little erythema, is seen on the left arm. Above it 
are two round violaceous infiltrated lesions, 1.5 cm. in diameter. On the back there is a pea- 
sized infiltrated lesion over Dz and below it to the right of the midline, a flesh-colored irregular 
plaque 3.53.5 cm. On the scalp a quarter-sized area of cicatricial alopecia is seen to the 
left of the vertex. 

Two biopsies were done prior to the first presentation. “A dermatitis of a nonspecific nature 
was read in the specimen taken from one of the plaques on the back and a necrobiotic process 
with some features of granuloma annulare in a nodule over the elbow. 

After the first presentation on Nov. 13, 1952, histologic examination of one of the plaques 
on the right arm disclosed features suggestive of lupus erythematosus of the deep type. This 
antedated the clinical features of lupus erythematosus by 18 months. On Oct. 19, 1955, a 
second biopsy of one of the plaques on the right arm disclosed unequivocal changes of lupus 
erythematosus profoundus. 

Two tests for lupus erythematosus cells were negative. 

Prolonged treatment with bismuth and Aralen has been ineffective. 
Discussion 

Dr. Frances PAscHer: Three years have elapsed since the first presentation. The es- 
sential changes in the appearance of the eruption are the disappearance of nodular lesions on 
the extensor aspect of the forearms that were present at the initial presentation, the develop- 
ment of surface changes of discoid lupus erythematosus in the plaques on the arms, and a 
typical discoid lesion on the scalp. The patient is presented again because the nature of the 
unusual looking plaques on the arms and back has been established. 

Dr. EMANuEL Musxatsuir: Lupus erythematosus hypertrophicus (Lesser) must not be 
confused with lupus erythematosus profundus. The term hypertrophicus should be reserved 
for lesions of discoid lupus erythematosus exhibiting an unusual degree of hyperkeratosis, that 
heal with rather typical cribriform scarring, located principally around the mouth and chin. 
Confusion in terminology has arisen principally because Bechet used the term lupus erythema- 
tosus hypertrophicus et profundus for examples of lupus erythematosus hypertrophicus 
(Lesser). This matter of terminology is discussed fully in a paper by me on lupus erythema- 
tosus profundus (Kaposi-Irgang) scheduled to appear in the November, 1955, issue of The 
Journal of Investigative Dermatology. 

Dr. Davin Bioom: Not only is lupus erythematosus profundus in 1 itself unusual, but this 
case is an unusual example of lupus erythematosus profundus. The points of resemblance 
with the cases reported heretofore is its occurrence in a female adult and the distribution. 
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With few exceptions this form of lupus erythematosus has been limited to women between the 
ages of 22 and 45. The arm is an area of predilection for this condition. The points of 
divergence are the nature and size of the plaques. Rather than being subcutaneous and later 
surfacing, these lesions have been above the level of the skin from the onset. Furthermore, 
a number of the plaques are larger than average. As this case illustrates, a definitive diagnosis 
of lupus erythematosus profundus is most difficult before typical discoid plaques appear some- 
where in the scalp or glabrous skin. My impression is that the atrophy is secondary to the 
inflammatory process as it is in typical discoid lupus erythematosus. 

The erythematous scaly lesion on the right arm is easily diagnosed as lupus erythematosus. 
However, the atypical localization on a soft tumor mass suggesting atrophoderma of 
Schweninger-Buzzi is baffling and of interest. The plaques on the trunk also suggest this 
diagnosis. There is thus—if my clinical impression is confirmed by biopsy—association of 
lupus erythematosus with atrophoderma of Schweninger-Buzzi, which is of interest. 


Aphthosis. Presented by Dr. A. J. Oxruss. 

A 28-year-old white woman gives a history of onset of sores in the mouth in childhood. 
These have been developing continuously up to the present time. They appear at irregular 
intervals and are preceded by a slight burning sensation. Just before her marriage she noted 
that similar lesions occurred on the genitalia, where they have been recurring ever since. The 
patient’s health in general is good, except for slight constipation for which she takes Sal 
Hepatica and Alka Seltzer. She also takes vitamin tablets. These lesions do not occur 
during her menstrual period, and she thinks that they never appeared during her pregnancy. 
Many treatments and medications have been used for this condition, including repeated vacci- 
nations, thyroid, and antibiotics, but lesions have continued to recur. 

Original examination revealed several denuded or ulcerated areas on the buccal mucosae 
and on the labia minora. These consisted of small irregular, asymmetrically scattered shallow 
denudations of the mucosa covered with a seropurulent base, and surrounded by a red halo. 
There was no regional adenopathy. There were no lesions on the rest of her body, particularly 
no ocular lesions. 

Laboratory tests of urine and blood were normal. The BMR was normal, and bacteriologic 
studies not revealing. Biopsy was read as “granulation tissue.” 

The patient was treated with antibiotics locally to no avail. She was then given Proluton 
Buccal Tablets (i0 mg. t. i. d.) and lesions have gradually subsided. The patient states the 
lesions began to subside with the onset of her menses, and she has remained clear since then 
(several weeks now). 

The patient is presented for further suggestions of therapy. 


Discussion 


Dr. Heten O. CurtH: This patient shows the characteristic manifestations of aphthosis or 
abortive Behcet’s syndrome. She has suffered since childhood from oral, and since her 18th 
year, from additional genital, lesions. The process may not involve any other site, since in 
women recurrent lesions may not extend beyond these two favorite locations. The characteristic 
nonresponsiveness to therapy has been noted. No treatment prevents recurrences. Lately, treat- 
ment with gamma globulin has been recommended, although these patients show normal 
values of gamma globulin. However, injections of 5 to 8 cc. or larger quantities of gamma 
globulin hasten the healing of the lesions. Gamma globulin, apparently, does not work as a 
preventive in the manner it does in viral diseases, since in contrast to, e. g., viral hepatitis, 
gamma globulin is given at a time when a lesion already exists. If gamma globulin does not 
help, blood transfusions of 500 cc. are recommended. 

Evidence that this disease is based on a vascular disoeder has been accumulating. We, 
therefore, are apparently dealing with another collagen disease. 

Parapsoriasis (Mucha-Haberman) in a Twelve-year Old Girl. Presented by DR. CONRAD STRITZLER. 

Mycosis et oagers Treated with Di-atox Vecdiae 8 erg J. 51) and Ultraviolet Ray Exposures. Presented by 
R. JOHN GARB and 7 pals og) B DR. KATE MILLER. 

Monitissise Presented by DR. ANDREW FRANKS and “( invitation) DR. O. HITSCHMAN and DR. R. ROSANOVE. 

Scleroderma. Presented by DR. WILLIAM. M. SISKIN 

Granuloma Annulare? Mecrobiosis Lipoidica? Presented by by 449 H. H. BIBERSTEIN. 


Bullous Erythema Multiforme? Presented by D 
Disseminated Granuloma Annulare. Presented by DR. CRURENCE L. PALITZ. 


bg 36) acon of the Lower Extremities. Presented by DR. FRANCES PASCHER and (by invitation) 
Chronic Dis — Lupus Lt a gg Prog I ayes Hyperpigmentation of the Face. Presented by DR. JOHN 


d (by invitation) DR. 
i soon Prosethatton: Saker di Adenocarcinoma of the Face. Presented by DR. A. A. FISHER. 
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Xanthoma Tuberosum Multiplex (Familial). Presented by Dr. Grorce C. ANDREWS. 


A 55-year-old housewife was seen in 1954, complaining of yellowish nodules on the knees, 
elbows, and palms, of six years’ duration. She also complained of extremely dry skin, with 
brittleness and loss of hair on the scalp. 

Her mother died of cancer in 1947 and her father of high blood pressure in 1946. A sister 
was seen by me in 1948 at the age of 42. She had lesions of xanthoma tuberosum multiplex 
on the palms, soles, elbows, and knees. The blood cholesterol was 735 mg. per 100 cc. In 1948 
she died of a heart attack. The other sister was also seen by me in 1948 at the age of 47 with 
the same type of lesions on the hands, palms, elbows, and knees. Her blood cholesterol was 
only 139 mg. per 100 cc. She has remained well, and all of the lesions on the hands and palms 
have involuted, while the lesions on the elbows which were desiccated have not recurred. 

At present there are no lesions on the palms, elbows, or knees, with the exception of one 
small yellowish nodule on the left knee. The skin is still mildly ichthyotic. 

The blood pressure was 180/104 in June, 1954, and has remained at about 160/90 this 
past year, except that two weeks ago it was 128/76. The blood cholesterol taken three times 
in the past year has varied from 196 to 240 mg. per 100 cc. The red blood cell, hemoglobin, 
and white blood cell determinations have been within normal limits. The basal metabolic rate 
was minus 22%. : 

The patient was given an animal-fat-free diet. She has taken 1 grain (60 mg.) of thyroid 
daily, and Raudixin, 2 tablets daily, for the past year. The lesions on the elbows were desic- 
cated. However, the other lesions, especially on the palms, have involuted without external 
treatment. 


Discussion 


Dr. Frank C. Comses: Dr. Andrews is to be congratulated on the results he has obtained 
Ordinarily, one wouldn’t expect such lesions to disappear without some local therapy, such as 
pressure dressings. Rubber-sponge dressings are reportedly effective. If one is able to reduce 
the serum cholesterol, one would naturally expect that its separation from the lipid emulsion 
and deposition in the skin would be prevented. I note that Dr. Andrews discontinued vegetable 
fats as well as animal fats. This I cannot understand, as sitosterol ingestion is beneficial in 
cases of hypercholesterinemia and actually lessens the absorption of animal cholesterol. 

Dr. Georce C. Anprews: I wrote Dr. Frederick Urbach, and he recommended the diet. 


Melkersson-Rosenthal’s Syndrome. Presented by Dr. Grratp F. MACHACEK. 

A woman aged 24, is presented from the Vanderbilt Clinic, with persistent swelling of the 
right side of the face, of three years’ duration. 

In July, 1952, the patient suffered’ from paralysis of the right facial nerve, which dis- 
appeared after treatment with diathermy. Two months later the cheek and upper lip became 
edematous, the swelling being persistent since then with minor variations in degree. She has 
always had a furrowed tongue. The patient has had recurrent bouts of pain in the right side 
of the neck, right shoulder, and arm during the present illness. She has an allergic back- 
ground, suffering from “hay fever” every year and reacting positively to various food and 
inhalant tests. However, strict antiallergic management, including steroid therapy, has not 
greatly influenced her condition. 

A 28-year-old sister has “white hair” and a furrowed tongue. 

There is a soft, nonpitting, nontender, and noninflammatory edema of the right cheek and 
upper lip. There is a characteristic lingua plicata. The teeth show many cavities. No regional 
lymphadenopathy or swelling is seen elsewhere. There is no evidence of facial nerve palsy at 
present. 
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The blood count was normal, as was the urinalysis. The erythrocyte sedimentation rate was 
24 mm. in one hour. 

Roentgenograms of sinuses showed a large retention cyst arising from the base of the right 
artrum, filling the lower half of the right maxillary sinus. Removal of this cyst is contemplated. 

The patient has received biweekly injections of vitamin Bu, 1000z, for the past three 
months. 


Discussion 


Dr. Frank C. Cowses* Melkersson’s syndrome must he differentiated from solid edema. 
My understanding of Melkersson’s syndrome is that it is more in the nature of a bacterial 
allergy, whereas solid edema is a signal of repeated attacks of lymphangitis, usually due to 
streptococci. Streptococci may also be instrumental in producing Melkersson’s syndrome. The 
plicate tongue is typical, but I never understood the reason for it. This girl is really sick; she 
has a sedimentation rate of 24, and I am surprised that there are no bouts of fever. This con- 
dition must also be differentiated from Asher’s syndrome which is also familial, but in which 
we have blepharochalasis as well as enlargement of the lips, especially the lower. 

Dr. Georce C. ANDREWS: In a case of persistent pseudoerysipelatous lymphedema asso- 
ciated with furrowed tongue which resembled the Melkersson-Rosenthal syndrome except for 
the absence of facial palsy, Grupper (Bull. Soc. frang dermat. et syph. 62:15, 1955) obtained 
a positive intradermal reaction to the antigen of benign lymphoreticulosis (Reilly). 

Dr. Victor M. Torres (by invitation): This syndrome consists of: (1) recurrent peri- 
pheral facial paralysis, which usually disappears without residual weakness; (2) persistent 
edema of the face and lips; and (3) deeply furrowed tongue. The cause of this peculiar 
disease is not known, although Kettel (Kettel, K.: Melkersson’s Syndrome—Report of 5 Cases, 
with Special Reference to Pathologic Observations, Arch. Otolaryng. 46:341, 1947) postulates 
that the paralysis and the swelling may be based on a disturbance of the vasomotor system 
of the facial nerve. The plicated tongue is of hereditary nature. Therapy has been directed 
mainly at the chronic edema, and cases have been cured by surgical removal of the excess 
tissue. This girl has a cyst in the maxillary sinus on the same side as the swelling, and ar- 
rangements have been made to excise it. It may or may not have a relation with the rest of the 
findings. Meticorten was given since there was evidence of allergy, but there was not much 
noticeable improvement. 

Dr. Maurice J. Cosretto: Has this patient had adequate antibiotic therapy? 

Dr. Victor M. Torres (by invitation) : Yes, with no benefit. When the cyst was diagnosed 
the otolaryngologists examined her thoroughly and didn’t think infection was present. 


Tuberculosis Verrucosa Cutis. Presented by Dr. Grorce C. ANDREWS. 

A woman aged 61 developed a lesion on the right index finger one and a half years ago. 
This persisted with very slow growth, despite institution of local therapy (powders and oint- 
ments) by her physician. 

The patient had been taking care of her daughter, who died of pulmonary tuberculosis 19 
months ago. She has always been in good general health. Her local physician gave her a com- 
plete check-up four months ago. This was reportedly normal except for the presenting lesion. 

On ‘the dorsal aspect of the right index finger near the nail there is a dull-red, circum- 
scribed, verrucous, elevated, and infiltrated lesion. There is no ulceration and no adjacent 
scarring. The regional lymph nodes are not palpable. 

The tuberculin test was strongly positive in a dilution of 1:100,000. Repeated roentgeno- 
grams of the chest have been normal. Blood counts, urinalysis, and erythrocyte sedimentation 
rate, as determined by her local physician, were normal. 

On Oct. 11, 1955, a course of 1 gm. of streptomycin intramuscularly three times weekly, and 
isonicotinic acid, 100 mg. four times daily, was begun. The lesion has diminished in size since 
then. 


Discussion 
Dr. Grorce M. Lewis: One of the interesting points is the reluctance of the presenter 
to perform a biopsy in this case. I would like to hear.some comments, as I wondered whether 
there is a valid objection. It is based, I imagine, on the fear of dissemination of the infection. 
Dr. Maurice J. Costetto: I should think there would be no objection at all. It is rather 


a torpid type of the disease. The lesion does contain tubercle bacilli, but I have destroyed such 
lesions with electrosurgery. 
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Dr. Eucene F. Travus: If the lesion was diagnosed as tuberculosis verrucosa cutis, then 
I can see no objection to doing a biopsy, or even completely excising the local lesion. 

Dr. Franx C. Compes: Of course this is not an instance of primary tuberculosis complex ; 
rather, it is a superinfection. One objection to doing a biopsy is that the same circumstances 
which prompted the superinfection might recur and result in dissemination of this new strain 
of greater virulence against which there was a deficient immunologic defense. 

Dr. Georce C. ANDREWS: A well-known pathologist came to me with an anatomical tubercle, 
and I took him to Dr. Edgar Mayer. They both decided against a biopsy because it might 
disseminate the tubercle bacilli. I am basing my decision in this case on what they said. If I 
had such a lesion.I would just as soon not have a biopsy done. This woman did not have en- 
larged glands. 


Kaposi’s Idiopathic Hemorrhagic Sarcoma. Presented by Dr. Grorce C. ANDREWS. 

An Italian woman aged 52, has noticed a lesion below the left internal malleolus for 
several years. In the past few months the lesion has become larger. She has enjoyed excellent 
health until the present. 

Just below the internal malleolus of the left foot there is a crusted, scaly, violaceous, 
slightly elevated patch, measuring 4 X 5 cm. On palpation the lesion seems to be firm, and 
there is a slight ulceration. 

The urine was negative for albumin and sugar. Serologic tests for syphilis were as fol- 
lows: (1) Kolmer-Wassermann—1-+; (2) Mazzini—1+; (3) V.D.R.L. test—weakly 
positive. 

Microscopic examination by Dr. Machacek revealed the pathologic changes of Kaposi’s 
multiple idiopathic hemorrhagic sarcoma. There was a relatively thick epidermis which had 
lost its normal rete pattern. Portions of the cutis were fibrous. The large deep vessels showed 
mural thickening. In the upper cutis one noted proliferations of capillaries which were thick- 
walled. There was also evidence of hemorrhage. Numerous phagocytic cells contained coarse 
brown pigment, evidently hemosiderin. 


Discussion 


Dr. Eucene F. Travs: In a case of this type one would have to have an unquestioned 
microscopic diagnosis before it could be accepted. It would be difficult this evening to estab- 
lish clinically a diagnosis of Kaposi’s sarcoma. This, together with the fact that the disease 
is so rare in women, that only one small, completely localized area is involved, that the patient 
has varicosities, and that on palpation some of the lesions that appear to be nodules are actually. 
vascular, suggests the possibility that this might be a stasis ulcer. 

Dr. Maurice J. Costetto: I would say it was a typical instance of Kaposi’s sarcoma. 

Dr. ANTHONY C. Crpottaro: It has been said that Kaposi’s sarcoma is very rare in women, 
but of course we have seen enough cases to know that such a diagnosis can be made with 
safety in a female. This patient is 52, and a case like this requires no treatment other than 
supportive bandages. 

Dr. Cart T. Netson (by invitation): Dr. Cipollaro’s treatment would also be useful for 
hypostatic dermatitis. 

Dr. GERALD F, Macnwacex: The histologic findings are fairly certain in this case, and I 
think we have to accept the diagnosis. 

Dr. GeorceE C. ANnprEws: Clinically, the lesion is not that of hypostatic dermatitis. There 
has been considerable improvement since x-ray treatments were given. At the time she came 
here there were isolated tumor nodules outside the ulcerated patch. These were discrete, 
purplish nodules, 4 to 5 mm. in diameter. The ulcerated patch was also thickened and nodular 
like a tumor growth, not an ordinary breaking-down ulceration such as you get fron: a stasis 
dermatitis. Both Dr. Domonkos and Dr. Torres suggested Kaposi’s sarcoma, and I certainly 
concurred. The biopsy supported that diagnosis. 

Case for Diagnosis: Lymphosarcoma? Presented by Dr. Grorce C. ANDREWS. 
Dermatofibrosarcoma Protuberans. Presented by Dr. Georcr C. ANDREWs. 
Subacute Disseminate Lupus Erythematosus Refractory to Conventional Therapy. Presented by Dr. Maurice J. 

CosTELLo. 

Squamous Cell Carcinoma Developing in Radiodermatitis Resulting from Treatment of Tuberculous Glands. 

Presented by Dr. ANTHONY C. CIPOLLARO. 

Lymphosarcoma Developing in Kaposi's Sarcoma. Presented by Dr. Grorct C. ANpREws and Dr. Geratp F. 

Macnacex (Previously presented before the New York Dermatological Society, March 22, 1955). 
Psoriatic Erythroderma. Presented by Dr. Grorce C. ANDREWS. 

Gingivitis. Presented by Dr. J. Lowry Miter. 
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Gerald F. Machacek, M. D., President 
J. Lowry Miller, M.D., Secretary 
Nov. 22, 1955 


A baby aged 1 year, was seen on Nov. 5, 1955, with a hairy, pigmented nevus cover- 
ing the entire right hip, which has been present since birth. The mother stated that a 
brown area corresponding to ‘the lesion was noted at birth, and remained hairless for 
the first six months. During the last two months dark-brown, pea- to bean-sized 
lesions have appeared in the body of the nevus. As a whole, aside from the darker 
areas just described, the color of the lesion has become lighter. The satellite lesions 
have shown little, if any, change since birth. During the last few months the fat under- 
lying the nevus has seemed to disappear gradually. This change was not apparent at 
birth. Two other children are completely normal. 


Examination shows a light-brown, flat, pigmented area covered with brown hair, 
covering the entire right hip down to the junction of the middle and upper parts of 
the thigh. The lesion does not involve the groin. The fat underlying the nevus is 
missing to a considerable degree, especially over the trochanter of the right femur. In 
the center of the lesion are four bean-sized, almost black areas. On the right flank 
and in the left groin there is a pea-sized, grayish-brown lesion with a lighter tan border. 

Roentgenograms of the pelvis and both hips, including the femurs in the neutral and 
frog’s-leg positions, showed the bony structure of the pelvic girdle to be well developed 
and well calcified throughout. Both acetabular fossae were well cupped and the roofs 
well calcified. Both capital femoral epiphyses were well calcified. There were in 
perfect relation to the acetabula, and there was no evidence of a congenital dislocation. 
The bony structure of both femurs was well calcified and normal throughout. 

There was some thinning of the subcutaneous fat over the lateral aspect of the right 
hip at the site of the skin defect. This decrease in the amount of the subcutaneous 
fat seerned limited to that. tissue, and the underlying muscular structures appeared to 
be just about -as well developed on the right as on the left. 


Discussion 


Dr. Eucene F. Traus: As the presenter indicated, there are three phases that should be 
discussed: (1) the large pigmented hairy lesion itself; (2) the smaller satellite lesions; and 
(3) the destruction of the underlying subcutaneous tissue. The last in particular com- 
plicates the picture as I see it. One does not know just how far this process will go. For 
that reason I would suggest that the case be kept under observation, but no therapy 
instituted until one is certain that the destructive process has ceased. This will also 
allow time for the child to grow older. I think complete surgical excision, perhaps using 
a full-thickness graft rather than the usual Thiersch graft, should be employed. The 
destruction of the underlying subcutaneous tissue makes this an extremely unusual case, 
but of course it is not uncommon to have several types of congenital anomalies occurring 
in the same patient. It is also quite common for a patient with a large, pigmented hairy 
nevus of this type-to have smaller lesions scattered over the body. I am not sure it is 
wise to designate these as satellites, which might give the impression that they were 
being looked upon as metastatic, when I am sure they represent nothing more than inde- 
pendent pigmented nevi. 

Dr. Georce C. Anni. . have two patients like this under my care now, one with a 
lesion on the face with perhaps 40 or 50 satellites, which was treated with solid carbon 
dioxide and planing, and is about nine-tenths cured. The hypertrichosis persists, and 
the mother shaves the area. I have two other cases around the eyes, one on the upper 
and lower lids and cheek, and the other on the jlower lid and inner canthus, and both 
have improved greatly with solid carbon dioxide in light doses. It gives far better 
cosmetic results than surgery. However, I agree with Dr. Traub that watchful waiting 
should be employed in this case now. I have known two children to die from operative 
treatment of nevi not as large as this, under general anesthesia. As to the loss of 
subcutaneous tissue, that sometimes happens. I have seen it with hemangioma too. It 
is part of the nevus, and might influence the type of treatment. 
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A. M. A. ARCHIVES OF DERMATOLOGY 


Dr. Frank E. Cormia: I should like to ask Dr. Andrews what results he gets from 
planing. 

Dr. Grorce C. ANDREWS: Good, but this is complicated by the loss of subcutaneous fat. 
With solid carbon dioxide you would probably leave nevus cells somewhere in the skin 
that you don’t see. Excision would probably be best in this case, but it is hard to know 
how much safer one procedure is than another. 

Dr. Eucene F. Traus: In a large pigmented hairy nevus of this type, solid carbon dioxide 
merely lightens the color but does not destroy the hair. Planing deep enough to destroy 
the hair would produce great scarring, and superficial planing would leave the tremendous 
problem of subsequent electrolysis. For a body lesion of this type, therefore, surgical 
removal is by far the best therapy whenever feasible, because the patient is subjected to 
only one insult and not to repeated irritative procedures which might result in malignant 
change—just what we are trying to avoid. I have seen just such an event follow treat- 
ment of a small pigmented hairy nevus in a young girl, who lost first her leg and then 
her life as a result of metastases. 

Dr. J. Lowry MiLter: The complicating feature here was the destruction of the subcu- 
taneous fat. Before any type of therapy is undertaken, we must let the child get older. 
Any method employed now would be blamed for any further destruction of underlying 
tissue which may occur spontaneously. The destruction of fat didn’t begin until the 
child was 6 months of age. The two satellite lesions, which I think are junction nevi, 
should be removed surgically in a few years. 


Keratoconjunctivitis and Keratitis with Partial and Complete Blindness, as a Sequela of 
Stevens-Johnson Syndrome (Erythema Bullosum Malignans). Presented by Dr. Maurice 

J. COsTELLo. 

A boy of Jewish extraction, aged 9 years, developed a morbilliform eruption in May, 
1955. This was preceded by profound systemic symptoms, including headache, pains in 
joints and muscles, photophobia, and hyperpraxia, and was soon followed by an extensive 
bullous, erosive eruption involving practically the entire integument, having in the begin- 
ning a predilection for the extensor surfaces. He was hospitalized at Willard Parker 
Hospital for six weeks, where treatment consisted of Hydrocortone by mouth, intra- 
venous ACTH, potassium chloride, the antibiotics, including penicillin, and the indicated 
local and ophthalmologic care. After a stormy course, the eruption subsided, and the 
destructive involvement of the eyes, which is now present, remained. He has no Vision in 
the right eye and extremely impaired vision in the left eye. A reticulated type of hyper- 
pigmentation has replaced the eruptive disease on the body. 

After I saw this boy on Nov. 1, 1955, he was sent to a nose and throat specialist 
who found congestion and hyperemia of the nasal mucosa. There was a large amount of 
free pus under the middle turbinates. Both antra were cloudy on transillumination. 
About 16 cc. of free pus was obtained from this area. The diagnosis was bilateral 
subacute ethmoiditis, draining into both antra. : 


Discussion 


Dr. Eucene F. Traus: This is rather an important case because of the ocular sequelae. 
This patient, who was admitted to treatment before complications developed and who 
was under the best hospital care, with eye consultants available, nevertheless went on to 
these unfortunate sequelae. It would not be surprising, therefore, that complications of 
this sort might be frequent in patients not so well cared for, and the medical attendants 
should certainly not be held blameworthy. It is important to show this on the record as 
a well-cared-for hospital case with an untoward result. 


Angioneurotic Edema Causing Unilateral Exophthalmos. Presented by Dr. Ortanpo 

Canizares and Dr. ANTHONY C. CIPOLLARO, 

A woman aged 36, was previously presented before this society on Oct. 27, 1953. She 
had first been seen by Dr. Cipollaro in March, 1944, complaining of recurrent swelling 
of the upper part of the face since the age of 12 years, with the development of severe, 
painful exophthalmos of the right eye. 

The patient has been extensively studied by various specialists in a number of centers, 
including the Manhattan Eye, Ear and Throat Hospital, New York Hospital, Mt. Sinai 
Hospital, and the Mayo Clinic, without the establishment of a diagnosis. Bacteriologic 
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and allergic studies and regimens brought no results. Vascular tumor of the orbit and 
arteriovenous aneurysm were considered but not substantiated, and an arteriogram in 
1948 showed normal filling of the internal and external circulations with no indication of 
vascular malformation of orbit or brain. Neurologic studies disclosed no evidence of 
organic disease of the central nervous system. Investigations for filariasis on several 


occasions were negative. Extensive studies of many systems at the Mayo Clinic provided 
no clues. 


She was given 3 or 4 exposures of 100 r each to the right zygoma, left zygoma, and 
glabella in 1944, a total of 12 treatments. These seemed to help. In 1946 she received 
two or three more, and another in 1947. The swelling continued to recur, however, and 
the pronounced exophthalmos was not affected. During the last few months the patient 
has developed occasional swelling of the periorbital area, and the exophthalmos has 
persisted. She has received Serpasil, 0.25 mg. at night, and Thorazine, 10 mg., but each 
medication produced insomnia and palpitation and had to be discontinued. 


At present there is exophthalmos of the right eye, with slight erythema of the peri- 
orbital area. 


Discussion 


Dr. AntHony C. Crpeottaro: The original presenting symptom was exophthalmos, which 
has persisted. Prior to that she had what any one of you would call lymphedema of 
the forehead and orbital tissues. That does not show now. The real problem is the 
continuing and persistent exophthalmos. 


Dr. Georce C. ANpbrEws: I have read of a hibernoma or brown-fat tumor back of the 
orbit causing exophthalmos. 


Dr. Geratp F. MacHacex: The history is that of a recurrent process, rather than a 
growth. 


Dr. Maurice J. Costetto: Have this girl’s sinuses been thoroughly investigated as a 
possible focus of infection? 

Dr. OrtANpo CANIZARES: She has been thoroughly studied for sinus involvement in 
various hospitals, all with negative results. Perhaps the patient’s nervous background 
should be investigated. Unfortunately she did not have edema today, but still occa- 
sionally shows it. The vision apparently decreases without any demonstrable swelling 
of the nerve head. The present complaint is pain rather than actual swelling. 


Multiple Recurrent Keratoacanthomas (Familial Self-Healing Squamous-Cell Epithelio- 
matosis. Presented by Dr. GeraLp F. MACHACEK. 


A woman aged 36 was previously presented at the New York Academy of Medicine 
by Dr. Emmett S. Lupton. She has had numerous epitheliomas on the chin, nose, and 
forehead since the age of 18. Some of these disappeared spontaneously, leaving deeply 
pitted white scars. She first came to the Vanderbilt Clinic in 1950, where an epithelioma 
was removed from the upper lip by desiccation and curettage. In February, 1951, a new 
lesion on the nose was sliced off. One on the lip was removed with a 4 mm. punch and 
sutured. Lesions on the nose and upper lip were removed by desiccation and curettage 
in April, 1953. 

The patient had acne in adolescence for which she received six or eight x-ray treat- 
ments to the sides of the face. 


Her father had many similar lesions, beginning at the age of 40. He recalled that his 
father also had these growths. Both are now dead from other canses. 

On the nose there is a keratotic, horny, sharply circumscribed epithelioma 2 mm. in 
diameter. A larger, similarly well-circumscribed lesion is seen on the left cheek; its outer 
portion is eroded and undermined, pulling away from the border centrally. Two smaller, 
raised lesions are on the left. side of the upper lip and the left corner of the mouth. 

On the face, forehead, nose, and chin are numerous deep, pitted white scars, some 
of which are the residue of treated lesions, and others the result of spontaneous healing 
of lesions like those now present. 

Four biopsies performed in 1950, 1951, and 1952 were reported as keratoacanthoma 


or possibility squamous-cell epithelioma. One was reported as a possible basal-cell 
epithelioma. 
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A.M. A. ARCHIVES OF DERMATOLOGY 


Discussion 


Dr. Eucene F. Traus: This patient presents a mr .dsual disorder, and I am not sure 
it fits exactly into the entity under which Dr. M«' acek has presented it. However, 
since we know little or nothing about the process, and since the patient is developing 
new lesions to the point where her cheeks are covered with pitted scars such as one 
might expect to see in a severe destructive acne or a similar process, I do not see why 
planing, particularly of the cheek areas, would not only be an excellent cosmetic pro- 
cedure but might also act as a prophylactic measure in preventing the development of 
further lesions by making a superficial scarification over the entire face, thus changing 
the aspect of the epidermis. Unless another type of therapy which would also be preven- 
tive is suggested, I believe this would be an ideal procedure. 

Dr. Grorce C. Anprews: I see the sense of planing some of the scars off, but planing 
the entire face with the idea of preventing lesions has no sound basis. This is a pretty 
classical case. I think these lesions are largely nevoid; they are certainly familial. 

Dr. Wivpert SaAcus: I should like to ask two questions: In the microscopic picture 
alone, would you classify this as squamous-cell epithelioma? My own answer would be 
no. Secondly knowing about the patient, would you diagnose it as keratoacanthoma’ 
My answer would be no. : 

Dr. OrLANDO CANIzARES: Grinspan and Abulafia recently published an article (Idiopathic 
Pseudoepitheliomatous Hyperplasia, Cancer 8:1047, 1955) in which they group all these 
conditions, self-healing epithelioma and keratoacanthoma, under the heading of idiopathic 
pseudoepitheliomatous hyperplasia. It is important to distinguish between these entities 
because of the different prognosis. It is a good thing to avoid the term prickle-cell epi- 
thelioma for the sake of those who are not acquainted with this particular type. 

Dr. Wiipert SAcHS: The picture shows nothing like pseudoepitheliomatous hyperplasia, 
so that is the one thing I wouldn't call it. 

Dr. Geratp F. MacHacexk: The patient states that if the lesions are not treated they 
grow and necrotize, and then the scars are bad. According to her story, the lesions 
should be treated in their early inception. 


Squamous- and Basal-Cell Epitheliomas in Epidermolysis Bullosa (Dystrophic Type). 
Presented by Dr. LestrE P. BARKER. 


Discussion 


Dr. Georce C. ANDREWS: Squamous-cell or epidermoid carcinoma in epidermolysis bullosa 
is rare. We have just been over the literature, as we had a patient that died. He was 
about 34 and developed a large epithelioma of the back which .responded to x-ray 
therapy. The mother ‘had been rubbing his back with oil of cade and resorcin for a year 
to relieve itching, which probably had nothing to do with the epithelioma. He eventually 
developed one on the arm and one on the thigh, and finally died of metastases. 

Dr. AntHOoNY C. Crpottaro: In a disease that shows as much dystrophy as in this case, 
there is enough trauma from the continuous develcpment of bullae and secondary infec- 
tion to account for the development of carcinoma. I don’t think the use of topical prep- 
arations containing tar has anything to do with the development of carcinoma in this 
- case. 

Dr. Wicpert SAcus: This is the dystrophic type of the disease, but it can also be atrophic. 
I believe the epitheliomas are secondary manifestations which cannot be considered part 
and parcel of the disease itself. 


Systemic Lupus Erythematosus. Presented by Dr. Lestre P. BARKER. 


Discussion 


Dr. Eucene F. Traus: Recently Dr. Zarafonetis of Philadelphia showed us a large group 
of cases of lupus erythematosus, scleroderma, and other diseases in which an antifibrotic 
agent might be of help, -especially when combined with other therapy, hormonal in 
particular. I was much impressed with the results. His treatment consists of combining 
relatively large doses of Potaba with relatively small doses of cortisone or meticorten. 
Apparently there was some synergistic effect because the patients could be kept well on 
low-dosage levels for a long time. 
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Dr. Maurice J. Costetto: I have used Potaba and haven’t been able to duplicate his 
results. 

Dr. Frank C. Compes: Alone; potassium para-aminobanzoate does not cure, but when 
given with corticosteroids it is possible to reduce the dose of the latter. Potaba, besides 
its activity as a coenzyme, retards the inactivation of the corticosteroids in the liver. 

Dr. Cart T. Netson: Possibly para-aminobenzoate should be tried in this case, even 
though this agent does not seem to be as effective for disseminated lupus erythematosus 
in New York as in other parts of the country. Our results with this compound have been 
disappointing and, in addition, it apparently is not innocuous; I have been told of two 
cases of subacute atrophy of the liver that followed its use. 

Dr. Frank C. Comes: I am surprised nobody has mentioned gold sodium thiosulphate. 
I wouldn’t recommend it in subacute disseminate lupus erythematosus, but I would use 
it in this patient. She should have an accurate blood count, particularly as to leucocytes, 
filamentous and nonfilamentous. Then I would give gold sodium thiosulfate, and, if 
there is a fall of leucocytes, even of 500 per cubic millimeter, I wouldn’t continue it. If 
there is an increase of pqlymorphonuclear leucocytes, especially of filamentous cells, I 
would continue the gold. She should do very well. I think PABA is of some value, and 
folic acid too, particularly if there is a low Escherichia coli count in the bowel. I would 
give 3 mg. of gold sodium thiosulfate and run up as high as 100 mg. if there is no con- 
traindication; keep on this dose or a smaller one if she shows improvement. 

Dr. ANTHONY C. CrpoLtaro: I have never given gold salts intravenously to patients having 
systemic lupus erythematosus and a temperature of 103 F. 

Dr. Georce M. Lewis: The lesions resemble those of the discoid form, yet I agree that 
the other features favor systemic lupus erythematosus, and I believe the prognosis is bad. 

Dr. LestieE P. BARKER: This patient has frequent roentgenograms of the lungs. Because 
of the acute diffuse attacks, I certainly would not institute gold therapy. 

Chronic Porphyria. Presented by Dr. Grorcr C. ANDREWs. 

Erythroderma Ichthyosiforme Congenitale Bull Presented by Dr. Lestiz P. BARKER. 

Generalized Exfoliative Dermatitis: Response to Therapy. Presented by Dr. Grorcre M. Lewis. 
Generalized Exfoliative Dermatitis Following Psoriasis. Presented by Dr. Grorcre M. Lewis. 
Dermatitis Medicamentosa of Unusual Extent (Phenolphthalein?). Presented:’by Dr. Lestiz P. BARKER. 
Mycosis Fungoides. Presented by Dr. Franx E, Cormia. 

Purpuric Pigmented Lichenoid Dermatosis. Presented by Dr. Lestiz P. BarxKeEr. 

Lupus Erythematosus (Disseminated Discoid). Presented by Dr. Lestiz P. Barker. 

Dermatitis Artefacta Simulating Discoid Lupus Erythematosus. Presented by Dr. Lestiz P. BarKer. 
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Oct. 21, 1955 


Sickle-Cell Anemia. Presented by Dr. Ervin Epste1n, Oakland. 

A 34-year-old Negro man, has had ulcers on his left lower leg for the past four months. 
He has known that he had sickle-cell anemia for the past two years. He has been treated with 
iron and vitamin By without much change in the blood picture. During the past three months, 
he has noted an active lesion on the left lower leg. When first seen on Oct. 11, 1955, this lesion 
was crusted and ecthymatous. One week later the crust had been ‘removed and a rather deep, 
punched-out ulcer was evident. There is no family history of anemia or leg ulcers. Multiple 
scars of previous ulcers were also present on the left lower leg. 


Discussion 

Dr.. Ervin Epstetn, Oakland: It has. been found that certain factors exist in the genes 
that determine the exact type of congenital hemolytic anemia associated with sickling. These 
factors can be demonstrated by electrophoretic examination of the hemoglobin in the patient. 
These factors are classified as A, C, D, E, S and probably others. These follow simple 
Mendelian laws of heredity. The A factor is considered to be the normal one. Therefore, if 
an offspring inherits two A factors in his genes, there is no sickle-cell anemia. On the other 
hand, two S factors result in true sickle-cell anemia. Theréfore, if two parents with AS factors 
marry, combinations of AA (normal), SS (true sickle-cell anemia), and SA result. In the 
latter cases, sickling and anemia may develop under the proper circumstances. SC, SD, and SE 
combinations also result in a hemolytic anemia with sickling under some circumstances. How- 
ever, hematologists do not consider these combinations as showing true sickle-cell anemia. 


In true sickle-cell anemia, the patient is ill and dies at an early age. Therefore, while this 
patient would be considered as having sickle-cell anemia by inexact methods of diagnosis, ap- 
plying modern criteria, he has a pseudo-sickle-cell anemia of the SA, SC, SD, or SE type. 
However, the ulcers could still be considered to be those of sickle-cell anemia. 


Verrucous Hyperplasia of Amputation Stump: Presented by Dr. S. Witt1aAm Levy and 
(by invitation) Dr. GrtBert S. BARNES. 

A 65-year-old white man had an accident 40 years ago which necessitated a below-knee 
amputation of the right leg. For almost 40 years he has worn a conventional artificial limb. 
Eight months ago, he noted a roughness of the terminal portion of his stump, which increased 
to involve the entire dependent distal end. At times the skin of this involved area would become 
foul-smelling, and multiple digitate projections could be seen from the surface. Occasionally 
there have been episodes of bleeding from cracked regions. Examination: (Figure). The 
skin of the distal stump is verrucous, foul-smelling, and reveals numerous small fissures. There 
is no significant edema of the terminal stump nor enlarged lymph nodes. The patient is in 
essentially good health except for the present complaint.. A punch biopsy of the verrucous 
region reveals verrucous hyperplasia. Therapy to date has consisted of potassium permanganate 
soaks and Aureomycin surgical powder. The patient is presented for a discussion of definite 
therapy. 
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Verrucous hyperplasia of amputation stump 


Discussion 


Dr. EuGENE Farser: This man has an erysipeloid-like reaction above the verrucous hyper- 
plasia.. There is danger of persistent lymphedema if this infection continues. Whatever treat- 
ment is contemplated, it is imperative that he be maintained on a maintenance dose of an anti- 
biotic of an appropriate type. 

Dr. Epwarp J. Rincrose, Berkeley: I think that pressure and vascular phenomena here, 
as well as infection, probably play an important part in maintaining this type of dermatitis 
vegetans. I think this man should be treated along the lines that Dr. Farber mentioned with 
antibiotics. I think that stasis ought be be relieved as much as possible; that he should tem- 
porarily not wear his prosthesis, that he should keep his stump elevated as much of the time 
as possible, and that wet dressings be used along with the antibiotic therapy systemically and 
perhaps locally as well. 

Dr. Ervin Epstetn, Oakland: The term “infection” is not synonymous with “inflammation.” 
Pressure may lead to a cellulitis-like picture. It is a mistake to diagnose an infectious con- 
dition as being present merely because of erythema and edema. Failure to recognize this fact 
has caused considerable confusion in diagnosis and in the evaluation of therapy. An antibiotic 
may not be injurious, but improvement observed in this case following its use would be coinci- 
dental. Recommended treatment should be directed toward a different prosthesis and such 
protective agents as Elastoplast bandaging. 

Dr. Rees B. Rees: I have been impressed by the response of stasis and dependent processes 
generally to antibiotic powders and Gelfoam powder, and I should like to see it tried on this 
man. For those who have not prescribed Gelfoam powder, one may use equal amounts of 
Terramycin topical powder and Gelfoam powder to make a total of 4 gm. 


Case for Diagnosis and Therapy (Porphyria Cutanea Tarda). Presented by Dr. RoBert 


WALTON and (by invitation) Dr. JosepH N. AARON. 

A 52-year-old white man has had recurrent vesicles on his hands and to a lesser extent on 
his face and ears for approximately five years. He first noted these vesicles when he was 
assisting in putting out a house fire. He states that there have been no seasonal changes in the 
appearance of the lesions, but there has been aggravation after fishing trips and other activities 
associated with exposure to sunlight. There is a definite outbreak of vesicles on the dorsum 
of the hand at the site of local trauma. For the past five years, he has had frequent episodes of 
conjunctivitis. He states that at times his urine has been pink or red in color. This change in 
color of the urine has been observed and examined under Wood’s light by one of the presenters. 
He has had no gastrointestinal disorders or noticeable CNS symptoms. There is no past history 
of arsenic or barbiturate intake. The patient has drunk beer in moderation and denies any 
excesses. 


449 











A. M. A. ARCHIVES OF DERMATOLOGY 


On Oct. 13, the dorsum of the right hand showed two vesicles which were clear in color. 
The dorsum of both hands showed shallow, crusted ulcers, depigmented atrophic scars and 
excoriations extending up to but not beyond the wrists. There was brownish, spotty, hyper- 
pigmentation of the dorsa of the hands, and numerous recurrent vesicles had previously been 
observed here. On the chin and malar areas, a few excoriated papules were noted. The back 
of the neck showed some atrophic, depigmented scars. The skin of the face, neck, and back 
of the hands appeared to be permaturely senile (characteristic farmer’s or sailor’s skin). There 
were many brown macules distributed over the trunk and extremities. Both conjunctivae ap- 
peared reddened. There was scaling between the toes and on the soles bilaterally. Neurological 
examination revealed a fine tremor of both hands, hyperactive knee and ankle jerks, bilateral 
ankle clonus. The liver was not palpable, and the rest of the physical examination was .es- 
sentially normal. 

Laboratory data on this patient are as follows: Blood: Hgb., 17.0 gm.; WBC, 10,150; 
Neut. 71%; Eos., 1%; Lymph., 20%; Mono., 8%; ESR., 22 mm. in one hour. Urine: albumin 
and sugar, normal; color, July 20, reddish-pink; fluorescent under Wood's light. Subsequent 
tests for coproporphyrin, uroporphyrin, and porphobilinogen, normal. Urobilinogen, present in 
the urine (positive at 1:20; negative at 1:50). Liver function test: Total serum prot., 6.6 gm.; 
albumin, 3.1 gm.; globulin, 3.5 gm.; thymol turbidity, 7 units; BSP, 32.5% of dye retained in 
15 minutes; 1.5% of dye retained in 45 minutes. Fasting blood sugar, 124 mgm.%; Blood 
serology, neg. Biopsies of the dorsum of the hand were read as compatible with the delayed 
form of porphyria cutanea tarda. Scrapings of the toes revealed the following: KOH smear, 
positive for mycelia; cultures, Trichophyton mentagrophytes. 

Treatment has consisted of sun-protective cream with PABA; crude liver extract and 
vitamin By, intramuscularly; chloroquine, 250 mg., b. i. d. for one week and then reduced to one 
tablet a day without any obvious improvement; ACTH, started as of Sept. 14, 1956, on weekly 
injections of 80 units, with some improvement. Since he has been taking chloroquine there 
has been no change in the color of the urine. 


Discussion 


Dr. Mortimer Fak, Reno: We see quite a few of such cases in Nevada. Probably the 
combination of taverns being open around the clock and the abundance of sunshine make this 
a relatively common condition. The regimen which this patient has been on, with few additions, 
is usually effective. It does take a long time and the patients tend to relapse. The most difficult 
thing to do is to get these people to stop drinking. Almost all of them, in my experience, have 
been beer drinkers. In addition to chloroquine, a high protein and reduced fat diet, testosterone, 
high doses of vitamin B complex or ‘crude liver extract, and sunlight-protective ointment, 
such as para-aminobenzoic acid cream, are given. In my experience, the index of progression 
or remission is the sulfobromophthalein liver function test. Of course, we do usually find the 
prophyrins in the urine. 

Dr. Epwarp J. Rrncrose, Berkeley: I agree with the diagnosis but I wonder if there aren’t 
some other important factors responsible for the vesiculation besides exposure to light. I think 
trauma has been mentioned as a common one and I just thought of the possibility in this man 
that sensitivity to tricophytin might be responsible. He has an active fungus infection of his 
feet, which was demonstrated by direct smear and T. mentagrophytes has been cultured. I 
wonder if that may have anything to do with the vesicle formation on his hands. He has 
developed a couple of new lesions this week in San Francisco and has not been exposed very 
much to ultraviolet light in the past week. 

Dr. THomaAs B. Firzpatrick, Portland, Ore.: Each year we see a larger number of 
patients with chronic porphyria because of a high index of suspicion among the dermatologic 
and medical staff. Chronic porphyria is often first noted on a fishing trip where the three pre- 
cipitating factors, sun exposure, alcohol ingestion and physical trauma of the hands, are uniquely 
combined. The clinical picture in this patient is typical and includes pink, depigmented, atrophic 
scars, milia, vesicles, and bullae on the dorsum of the hands. Also, especially striking is the 
vivid purple suffusion of the face and upper chest. This has been previously observed in Brun- 
sting’s series and is not related to erythremia. 

The use of chloroquine in porphyria would not appear to have a rational basis. Chloroquine, 
taken orally, does not have a primary “light-screening” effect in my limited experience with a 
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few human volunteers exposed to solar radiation under controlled conditions. In addition, the 
ultraviolet absorption coefficient of uroporphyrin is in the range of 4000 A., while the absorption 
peak of chloroquine is approximatély 3400 A. Thus chloroquine orally or para-aminobenzoic 
acid (ultraviolet-absorption coefficient 2900 A.) would not be able to prevent the photodynamic 
action of uroporphyrins in the skin. An ointment containing f-carotene 50,000 units/gram 
appears to be more rational since carotene has an ultraviolet absorption peak which more closely 
approximates uroporphyrin. Finally, a brief suggestion regarding the laboratory diagnosis: 
Addition of hydrochloric acid to the urine markedly increases the fluorescence under filtered 
ultraviolet light by converting porphobilinogen to urophorphyrin. Thus acidifying the urine 
will aid in the identification of urophorphyrins by increasing the fluorescence under the Wood’s 
light. 

Dr. M. F. ALLENDE: I should like to warn about the potential dangers of using chloroquine 
in cases of porphyria cutanea tarda, all of whom have some evidence of liver damage. In the 
last six months or so, Dr. McGinley and I have had about five cases of porphyria that we 
placed on chloroquine therapy on the rather nebulous, as Dr. Fitzpatrick pointed out, theoretical 
possibility that it might produce some light-screening, and two of these cases, very shortly after 
chloroquine therapy was started, had a violent flare-up of their lesions, together with abdominal 
cramps, which we attributed to damage by chloroquine to their livers. 


Dimorphous Leprosy. Presented by DR. PAUL FASAL, San Rafael. 

Case for Diagnosis: Poikiloderma with Scleroderma? Presented by DR. M. F. ALLENDE. 

Case for Diagnosis: Lymphoma? Sarcoid? Prurigo? Presented by DR. S. WILLIAM LEVY and (by invitation) DR. 
ALFRED LERNER. 

Tuberculosis Verrucosa Cutis. Presented by DR. NORMAN EPSTEIN and (by invitation) DR. WILLIAM M. GEORGE. 

Localized. Scleroderma or Pseudoxanthoma Elasticum. Presented by DR. JAMES R. ALLEN, San Mateo. 
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HISTORICAL QUIZ IN DERMATOLOGY 
No. 1 
ASSEMBLED BY 
HERMAN GOODMAN, B.S., M.D., New York 
MATCH THE NAME IN COLUMN TWO WITH THE DERMATOLOGIC FACT 
IN COLUMN ONE 
COLUMN ONE COLUMN TWO 
1. Lotio alba for acne A. Auspitz 
2. Psorospermosis B. Nocard 
3. Calamine liniment C. Plenck 
4. Ointment for tinea of toes D. Landsteiner 
5. Baldness E. Greenhow 
6. Ulerythema ophyrogenes F. Zittmann 
7. Collarette on lesions G. Pusey 
8. Calamine ointment H. Keyes 
9. Decoction for syphilis I. Schaudinn 
10. Organisms of chancroid J. Nikolsky 
11. Starch paste K. Taenzer 
12. Epidermis sensitivity L. Hansen 
13. Lupus vulgaris erythematosus M. §Leloir 
14. Adrenalin pigmentation of skin N. Lassar 
15. Pediculosis corporis O. Biett 
16. Erythema elevatum diutinum P. Kienboeck 
17. Spirochaeta pallida Q. Wickham 
18. Dark field R. Bury 
19. Calx sulfurata S. Whitfield 
20. Lichen planus striae T. L. D. Bulkley 
21. Mottled chin of syphilis U. Turner 
22. First organized classification of skin V. Hippocrates 
diseases 
23. Leprosy W. Henry Bulkley 
24. Biopsy punch X. Dercum 
25. Early dose unit of x-ray Y. Unna 
26. Seborrheic dermatitis Z.. Trimble 
27. Parasitic disease similar to actinomycosis AA. Vleminckx 
28. Congenital edema of lower legs BB. Addison 
29. Adiposis dolorosa CC. Ducrey 
30. Pellicle in psoriasis DD. Darier 
31. Bleeding points in psoriasis EE. Milroy 
32. Peculiar papular itchy disease of FF. Fox-Fordyce 
axilla, ete. 
Correct Answers 
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Abstracts from Current Literature 





BrioLocy oF INFLAMMATION: CHEMICAL MEDIATORS AND CELLULAR INJURY. VALY MENKIN, 
Science 123 :527-534 (March 30) 1956, 


Inflammation is defined as the complex vascular, lymphatic, and cellular response of 
vertebrate tissues to an irritant, which consists of any agent interrupting normal cellular 
metabolism. The fundamental pattern of inflammation is explained by the presence in the 
exudates of the following: leucotaxine; LPF, the leucocytosis-promoting factor; leucopenin; 
necrosin; pyrexin, and exudin. Leucotaxine promotes capillary permeability and the migra- 
tion of polymorphonuclear leucocytes to the site of injury, but it is neither a histamine nor the 
H-substance of Lewis. LPF, which is a thermostable substance in the pseudoglobulin fraction, 
stimulates the bone marrow to increase the number of white blood corpuscles in the circulating 
blood. Leucopenin, in the same fraction but in alkaline exudates, depresses the number of 
circulating leucocytes. Necrosin, in the euglobulin fraction of acid exudates, induces an acute 
inflammation with blockade of lymphatics, occlusion of small vascular channels by thrombi, and 
subsequent local necrosis. Pyrexin is a fever-producing factor from the euglobulin fraction. 
Exudin increases capillary permeability late in inflammation, causing local edema, but does not 
produce cellular migration. While leucotaxine is suppressed by the anti-inflammatory action 
of adrenal cortical steroids, exudin is not; but exudin is suppressed by the corticotropic hor- 
mone, ACTH. Both of these inhibitory actions are at the cellular level. The formation of 
glucose by injured cells complicates diabetes, and the release of a toxic material, necrosin, may 
injure the parenchymatous organs, such as the liver and kidneys. The interplay of the sequences 
described favors the localization and ultimate disposal of the irritant and leads to the final 
reparative phase. It is suggested that certain dialyzable growth factors in exudates may 
stimulate overgrowth of injured tissue, producing a precancerous reaction in the cells. 


Levin, Delavan, Wis. 


SIMPLE PROCEDURE FOR IDENTIFICATION AND Rapip CounTING oF Mast CELLs IN TISSUE 
Sections. E. W. SmitH Anp W. B. ATKINSON, Science 123:941 (May 25) 1956. 


Profound staining of.mast cells with surrounding tissues barely colored has been achieved 
by the simple technique described. The process in outline consists of fixation in formalin 
alcohol containing calcium acetate before paraffin embedding. The sections are stained in 
toluidine blue in acidified alcohol and are rinsed in acid alcohol. They may be counterstained 
with eosin. The illustrations in the article are impressive and encourage the authors’ aim for 
all investigators to report mast cells in a quantitative fashion in future studies. 

BLANK, Miami, Fla. 


INCOMPLETE WouND CONTRACTURE AND THE PHENOMENON OF HAIR NEOGENESIS IN RABBITS’ 
Sxrn. R. E. BrttincHam and P. S. Russet, Nature, London 177 :791 (April 28) 1956. 


Large wounds in the-skin of rabbits were produced by removing various-shaped areas of 
skin down to the panniculus, including all hair follicles of the dermis. Such wounds under 
dressings often contract to produce only a line scar, but adrenalectomized or cortisone-treated 
animals may keep a large scar area covered by “bald” skin. In 30-50 days new white hairs 
(in dark-haired rabbits) appeared and developed into normal white fur with normal sebaceous 
glands. Hair ‘neogenesis in rabbits, apparently from the epidermis, as reported by Breedis in 


‘1954, has thus been confirmed. 


BLANK, Miami, Fla. 


SEASONAL SweaTinG. P. C. B. MAcKInNon and I. L. MacKinnon, Nature, London 177 :799 
(April 28) 1956. 

By counting the number of active sweat glands in an area of skin 4 mm. square immediately 
distal to the central whorl of the right middle finger, the authors assessed palmar sweating in 
five women under basal conditions daily for one month in the summer and one month in the 
winter. They were surprised to find that basal palmar sweating was reduced in summer, 
although palmer sweating is increased by thermal environmental stimuli. They noted that 
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ACTH also reduces palmar sweating and suggest that increased adrenal cortical activity in 
the summer may account for the observations. 
Biank, Miami, Fla. 


PHOSPHOLIPID METABOLISM OF SKIN. W. K. Berry, Nature, London 177:789 (April 28) 1956 
Contrary to previous workers, Berry found that rat skin mince incubated with radioactive 
phosphate in the presence of appropriate substrates produced substantial amounts of phos- 
pholipid. It was impossible to explain the failure of others to observe this and their erroneous 
deductions which attributed skin phospholipid to blood transport from the liver. 
BLankK, Miami, Fla. 


Cytotocy oF BuLtous DERMATOSES AND PARTICULARLY OF PEMPHIGUS. A..LONGHI and 
L. Raspont, Arch, ital. dermat. sif. 27 :365-442, 1955. ; 
Cytologic investigations were made in 17 cases of pemphigus, in 16 cases of dermatitis her- 
petiformis, in 25 cases of bullous microbic, allergic or actinic dermatoses, in 12 cases of arti- 
ficially produced bullae by vesicatory, cold and heat. The conclusion is that pemphigus presents 
a peculiar cytology, distinctly different from any other form of bullous dermatosis. The findings 
are illustrated with 113 microphotographs grouped in 14 tables. 
RoNcHESE, Providence, R. I. 


LocaLizED PEMPHIGUS AND LOCALIZED PEMPHIGOID DerRMATOosES. A. CrostI, Dermatologia 

6:210-216 (July-Oct.) 1955. 

In the author’s experience pemphigus remaining localized for a long time is of the Senear- 
Usher type. One patient was observed for 10 years. Pemphigus of the conjunctiva, epidermol- 
ized dystrophica of the conjunctiva, bullous erythema multiforme, and familial pemphigus are 
discussed. Crosti considers as exceptional a true pemphigus remaining permanently localized. 
The early cytologic examination is most important. 

RoNCcHESE, Providence, R: I. 
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Books 


The Nonvenereal Diseases of the Genitals. By Fritz T. Callomon and John F. Wilson. 

Price, not given. Pp. 416, with 150 illustrations. Charles C Thomas, Publisher, 301- 

327 E. Lawrence Ave., Springfield, Ill., 1956. 

Now that the incidence of venereal diseases has declined so sharply, the nonvenereal 
diseases affecting the genitalia are assuming increasingly greater importance in derma- 
tologic practice. This book by Callomon and Wilson is altogether timely and most 
welcome, particularly since it is the first book on the subject in English. German edi- 
tions by the senior author appeared in 1924 and 1928. 

The subject matter is divided into three parts—two dealing with cutaneous and 
subcutaneous diseases, the third covering diseases of the lower urogenital tract, as 
urethritis, epididymitis, etc. The material is well organized and the presentation of it is 
clear, with emphasis on practical phases such as cause, differential diagnosis, and treat- 
ment of the numerous entities affecting the genitalia. Included are the many infections, 
affections, ulcerations, atrophies, new growths, etc. 

The differing viewpoints with regard to the various atrophies are well summarized, 
as is the position of the group of mucocutaneous syndromes, such as Behcet’s disease and 
Stevens-Johnson syndrome. The difficult subject of anogenital pruritus is discussed 
sensibly, and the treatments recommended throughout are both practical and modern. 
(The book was apparently in print before the introduction of nystatin for the treatment 
of monilial infections.) 

There are 150 illustrations in black and white, most of which are well reproduced. 
The pertinent literature is listed. 

The book is a good one by all lights and should constitute a serviceable reference 
work not only to obstetricians, gynecologists, and urologists, but also to dermatologists. 


Rheumatoid Arthritis and Psoriasis Vulgaris. By Tibor Benedek, M.D. Price, not given. 

Pp. 308. Lithoprinted by Edwards Brothers, Inc., Ann Arbor, Mich., 1955. 

The author has divided the book into three sections: (1) Psoriasis Vulgaris, Psoriatic 
(Rheumatoid) Arthritis, and Psoriatic (Rheumatoid) Spondylitis; (2) Rheumatoid Arthritis, 
Etiology and Pathogenesis, and (3) Clinic and Therapy of Rheumatoid Arthritis. 

The author attempts to prove the cause of these diseases, related to a permanent endoparasit- 
ism of the Bacillus endoparasiticus which he first described in 1927. The author has a rather 
good bibliography in English and German with each of the chapters. He feels that bacterio- 
logically and immunobiologically there are three morphologic types, the S R and O forms of 
the Bacillus endoparasiticus, the R type being nonantigenic. By means of culturing the scales on 
8% glucose agar, the O type can be obtained. He feels a rather high percentage of persons 
have recoverable S type in the ‘circulating blood, whether symptoms of endoparasitism are 
present or not. By means of the cantharides blister technique, he has attempted to show the 
presence of these organisms in patients with the various skin diseases. After colony growth 
has been obtained, the author then makes a vaccine which he uses in the therapeutic trial 
of the various types of involvement. Most likely these responses for remission are due to a 
foreign-protein type of therapy. 

Apparently by means of the lithium-carmine-Gram stain, the various types of organisms 
can be visualized. 

It seems odd that with the great amount of research in the bacteriologic field, no other 
authors since the description of the organism originally, in 1927, have been able to 
isolate or identify through application of Koch’s postulate, the causative organism for these 
diseases. Whether or not such an organism exists remains to be proved through the research 
of other investigators. 


Metabolism, Pharmacology and Therapeutic Uses of Gold Compounds. By Walter D. 
Block and Kornelius Van Goor. Price, not given. Pp. 76. Charles C Thomas, 
Publisher, 301-327 E. Lawrence Ave., Springfield, Ill., 1956. 

This interesting monograph, an addition to the American Lecture Series, reviews the 
use of gold compounds from the year 2500 B.C. to the present. Knowledge of the 
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chemistry metabolism, mode of action; and toxicity of gold compounds is also reviewed 
and considered critically. 

Conclusions: mode of action—unknown; toxic reactions—unpredictable; pathogenesis 
and metabolic effects—not fully explained. The monograph reviews the use of gold 
compounds in lupus erythematosus, as well as other diseases. It is a well-written in- 
formative account, which should be of interest especially to dermatologists who practiced 
during the gold-therapy era of lupus erythematosus. 


1956 Medical Progress: A Review of Medical Advances During 1955. Edited by Morris 
Fishbein, M.D. Price $5.50; Pp. 389. Blakiston Division of McGraw-Hill Book Com- 
pany, Inc., 330 W. 42nd St., New York 36, 1956. 

‘This is the fourth volume of annual reviews of recent progress made in medicine, 
surgery, laboratory techniques, and the various specialties. The book contains twenty-one 
chapters, which deal respectively, with medicine; allergy; rheumatic diseases; diabetes; 
gynecology; gastroenterology; laboratory procedures; general surgery; ophthalmology; 
poliomyelitis vaccine; neurology; physical medicine and rehabilitation; dermatology; 
nutrition; cardiovascular disease; psychiatry; neuropsychiatry; new drugs; endocrinology; 
ear, nose, and throat; and orthopedic surgery. 

As in the previous three volumes, the chapter on Dermatology is written by Dr. 
Herbert Rattner, who discusses the current concept of keratoacanthoma, the newer 
explanations of the mechanism of pruritus, the advances made in the therapy of mycotic 
diseases, the mysterious disappearance of scabies from its perennial host—the human 
skin—the use of radioactive phosphorus, steroids, gamma globulin, silicones in dermato- 
logic therapy, and the recent studies on miliaria rubra. 

Of interest to dermatologists are also the chapters on Allergy, Endocrinology, and 
New Drugs. 

Dr. Paul L. Wermer reviews the current use of the ataraxic drugs—chlorpromazine 
(Thorazine), Rauwolfia, meprobamate (Miltown), Frenquel (a-[4-piperidyl] benghydrol 
hydrochloride), Prednisone and Prednisolone, which play such an important role in 
modern dermatologic therapy. Dr. Lewis M. Hurxthal also reviews the subjects of 
corticotropin (ACTH), radioactive iodine, steroid therapy, and appends a most complete 
bibliography of 185 references to which one may refer for further information. 

Dr. Grafton Tyler Brown discusses the important and serious problem of penicillin 
reactions and the value of Decholin (dehydrocholic acid, 3, 7, 12-triketocholanic acid) in 
the treatment of penicillin urticaria; the status of the antihistamines, with a list of 46 
antihistamine preparations to choose from, and also the status of steroid therapy in the 
management of allergic diseases. 

This book should be of interest, to all dermatologists who wish to gain a good per- 
spective rather than a detailed knowledge of recent advances in the entire field of medi- 
cine. 
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- Von Recklinghausen’s disease usually 
runs a benign course, punctuated frequently 
by exacerbations produced by puberty, 
pregnancy, menopause, trauma, and infec- 
tion. In some cases the tumors become sta- 
tionary, but, on the other hand, sarcomatous 
change may take place in from 6.6% to 
16% of patients, according to various au- 
thors. Most of the reported cases of malig- 
nancy have occurred in the third, fourth, 
and fifth decades of life and have had an 
approximately equal sex distribution. No 
definite relationship seems to exist between 
the occurrence of sarcoma and the number 
of cutaneous lesions. The malignant changes 
have a predilection for the deep nerves of 
the extremities and face, but cases of neuro- 
fibrosarcoma have been reported as origina- 
ting in the mediastinum, retroperitoneal 
space, and along the gastrointestinal tract. 
In a very few patients, simultaneous malig- 
nant transformation has occurred in several 
tumors. 

Clinically, the neurofibrosarcomas arising 
in von Recklinghausen’s disease are well 
circumscribed and encapsulated. They are 
tesistant to roentgen therapy and_ recur 
frequently after surgical excision. With 
each recurrence these tumors tend to become 
less encapsulated and more infiltrative. 
Metastases occur late in the course of the 


Submitted for publication Feb. 10, 1956. 

From the Pennhurst State School, Spring City, 
Pa. Thomas Butterworth, M.D., consultant in der- 
matology. 





to 50% Me cases. The lungs are the com- 
monest site of metastatic involvement. The 
patients have succumbed to cachexia, pain, 
necrosis, and infection, with local disability 
and pulmonary metastases as contributory 
factors. 

The following case is reported because of 
the youth of the patient and the enormous 
and rapid growth of the malignant tumor. 


Report of Case 

A white girl had presented a progressive swelling 
of the left side of the face since birth. At the 
age of one year, the left eye was enucleated 
because of congenital buphthalmos. The eyeball 
was said to have been two and one-half times its 
normal size. Following the operation there was 
irradiation therapy of the supraorbital region, 
although no diagnosis seems to have been made 
other than the ophthalmologic condition mentioned 
above. 

At the age of 2 years, the child had eiiiaiiiieasd 
convulsions and was admitted to the neurological 
service of a Philadelphia hospital. A _ biopsy 
specimen was taken from the mass on the left 
side of the face, and a diagnosis of neurofibroma- 
tosis was made. After this disclosure, the family 
history was reviewed carefully, but no other mem- 
ber was found who had evidence of von Reckling- 
hausen’s disease even in a “forme fruste.” 

The next five years were spent at home, during 
which time there was a slow enlargement of the 
mass involving the left side of the face. In May, 
1951, at the age of 7 years, she was admitted to 
the hospital of the Pennhurst State School. A 
large mass protruded from the left side of the face 
and distorted the mouth and nares by pressure 
(Fig. 1). The left eye was missing, and the sur- 
face of the tumor was marked by prominent veins. 
Coffee spots and many freckles were present on 
the trunk and neck, but no evidence of neurofibro- 
matosis existed elsewhere. 
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Fig. 1 (May, 1951).—On admission the tumor 
was firm and smooth with the overlying skin 
somewhat tense. Note coffee spots on lateral aspect 
of trunk. 


An x-ray examination at that time showed de- 
structive changes in the skull involving not only 
the lateral portion of the skull but to some extent 
the left orbit, the zygoma, and mandible. The 
changes in the bony structure were those of erosion 
by pressure, without an attempt at regeneration of 
bone substance. 

The growth of the mass was phenomenal in the 
weeks that followed (Fig. 2). At first smooth, 
the surface of the growth became nodular. Ulcera- 
tion and necrosis of the lower part of the tumor 
eventually occurred. Finally the growth became 
larger than the child’s head, which could no longer 
be held erect. Late in the course of her illness, 
permission was granted for a biopsy. Dr. Fred D. 
Weidman’s histologic examination confirmed the 
clinical diagnosis of neurofibrosarcoma. 

During the last few months of life the tumor 
changed gradually from a solid mass to a semi- 
fluid consistency. The patient died of cachexia 
and necrosis of the tumor mass eight months after 
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Fig. 2 (December, 1951).—A few weeks before 
death, the tumor is larger than the child’s head, 
which can no longer be held erect. The growth is 
now semifluid in consistency. 


admission. A complete postmortem examination 
was performed by Dr. J. Ross Schmidt. Apart 
from the severe cachexia, the significant findings 
were limited to the tumor and to the regions in 
which it had made pressure. The growth had 
entered the cranial cavity by eroding an opening, 
3.5 cm. in diameter, in the roof of the left orbit. 
Pushing the meninges ahead of it, the tumor had 
caused considerable regional compression of the 
cerebrum. There was no evidence of metastases in 
the remote portions of the body. 


Summary 


A case of neurofibrosarcoma in a 7-year- 
old girl is reported. Its rapid and enormous 
growth gave rise to a tumor which, at the 
time of death, was actually larger than the 
child’s head. 
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Visions likes 


WILLIAM B. BEAN, M.D., lowa City 
and 
JOHN R. WALSH, M.D., Omaha 





Introduction 


The physician's capacity to see lesions. in 
the skin is conditioned by what he: looks. 


duce eS which eh: ‘bleed, se dis- 


figure, are noticed at the insistence of the 
patient. Others delight the connoisseur of 
the exotic, rare, or ornamental lesion of 
the skin. Many others are never noticed 
at all. There are very few descriptive 
studies which give us information about the 
frequency of occurrence of various kinds 
of skin lesions in the population at large, 
and among various racial strains and in 
different geographical locations. Likewise 
their secular change with time and even 
their regional distribution in the skin of 
the persons affected are known only to the 
expert. Such observations are rarely re- 
corded in searching monographs, textbooks, 
or what is called with touching optimism 

“the literature.” 

- The specialty of deviatelony has emerged 
from the state of descriptive morphology 
and -Latin names. Its advance guard is 
well established now in -the realm of 
physiology and biochemistry. To some ex- 
tent the future of dermatology will be 
determined by its continuation in a close 
and fruitful relationship with general medi- 
cine as well as with biochemistry and 
Physiology. Scholarly studies in the field 
of dermatology have yet to accumulate pene- 
trating knowledge of the forces which gov- 

Submitted for publication Jan. 9, 1956. 

Department: of Medicine, State University of 


lowa, University Hospitals (Dr. Bean) ; Veterans 
Hospital, Omaha (Dr. Walsh). 


ern the patterns of localization of many 
lesions; e¢.g., spider nevi and capillary 
angiomas; the cause, early history, and life 
history. of many. others, and the general 
ecology of the skin in relation to inner 
and outer environmental factors—age, sex, 
face, _metabolisns,. and . agp oer and 









Fenctatiaceas which, by further reorienta- 
tion, may set a whole field of medicine on 
a new, more useful, and progressive path. 
One of us has spent many years studying 
various vascular lesions of the skin with 
reference to their ecology and clinical sig- 
nificance.* 

The purpose of this paper is to describe 
a lesion, common but unobtrusive, which 
seems to have escaped the notice of 
specialists in clinical medicine and der- 
matology. At least we have found no writ- 
ings about it to suggest that it is known 
or named. There are no systematic studies 
which refer to thin-walled, venous struc- 
tures, seen most commonly in the ears of 
elderly people, to which we have given the 
name venous lakes. They are seen most 
commonly but not exclusively in men, often 
in those who have lived an outdoor life 
exposed to the elements. Our observations 
are of a preliminary nature not yet exten- 
sive enough for formal generalization. They 
have been derived from examination of 
more than a thousand patients seen in two 
large hospitals and a small consultation 
practice in internal medicine. As our in- 
terest increased and as we looked more 
sharply for venous lakes, we found them 
more and more frequently, and so our 
incomplete data fcr incidence may under- 
estimate their frequency. 


* References 1 to 10. 
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Fig. 1—Multiple venous lakes on the external Fig. 2—Posterior aspect of the external ear, 
ear of a 68-year-old man. The skin over the showing many additional venous lakes in the skin 
temperomandibular joint and the mastoid region. of the same patient. 

Dilated veins can be seen in adjacent skin. 


Fig. 3.—Venous lakes on the ear, neck, and along Fig. 4—Venous lakes on posterior aspect of the 
the ramus of the mandible of the same patient. ear in the same patient as in Figures 1, 2, and 3. 
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VENOUS LAKES 


Description of the Lesion 


At first glance the venous lake suggests a 
simple blood. blister such as occurs com- 
monly when a finger is mashed or pinched. 
It is not so full, not tense, and a slate-gray 
highlight may occupy the surface. Often 
there is some irregularity in its elevated 
surface, the interlocking flattened dome- 
shaped surfaces suggesting the uneven ar- 
rangement of several contiguous bubbles of 
different sizes. This irregular design of 
surface and margin results from the vary- 
ing degrees of multilocularity of the inter- 
connected venous spaces of which the struc- 
ture is composed. The gross characteristics 
are depicted in Figures 1 to 4. 

The color is dark bluish, deepest over 
the center and sometimes fading into a red 
claret color at the edge. This reddish color 
may be all that remains when most of the 
blood is expressed from the lesion by steady 
pressure with the finger or a glass slide. 
The purplish-blue color is given to the 
lesion by the great accumulation of venous 





Fig. 5.—Low-power view of a venous lake in 
cross section’ cut at a right angle to the skin. 
Senile changes in the skin with atrophy may be 
seen, 








blood in this stagnant venous estuary off 
the main path of the active channels of 
cutaneous circulation. Variations in thick- 
ness of the usually thin surface layer of 
skin and vascular endothelium account for 
differences in quality and depth of color. 
Since the supporting structures are so 
frail, venous lakes can usually be emptied 
of most of their blood by sustained pres- 
sure. Small ones may be emptied com- 
pletely, larger ones not completely. This is 
easy when the lake is in the outer part of 
the ear, where pressure between thumb and 
index finger slowly evacuates the blood. The 
same end is gained if the lake overlies some 
bony structure, such as mastoid or zygoma, 
against which steady pressure can be main- 
tained. When pressure is released, there is 
usually a depression of the skin covering 
the lesion which has been pressed down into 
the saucer-like bottom, which may be 1 or 
2 mm. deep. Refilling occurs slowly, as 
befits a structure holding stagnant blood. 
Blood may enter from the scarcely discerni- 
ble deep margin of the lesion or may seep 


Fig. 6.—Higher-power view of the same lesion 
seen in Figure 5 
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Fig. 7—Venous lake under still greater magnifi- 
cation. The thin, usually single-cell layer of the 
endothelial lining and the marked senile elastosis 
in the surrounding tissue are emphasized. 


in from little veins which may be seen 
communicating with the lake irregularly 
along the margins. After 10 to 20 seconds 
the crumpled surface is puffed out again, 
and the dark blue-purple color returns. 
Skin temperature over the lesion is reduced 
a trifle or may be the same as over the 
adjacent uninvolved skin. 

Histologic study shows the lakes to have 
very thin walls, with relatively little muscle 
tissue, mostly a single-cell layer of endothe- 
lium with no muscle and but little support- 
ing fibrous tissue (Figs. 5-7). They lack 
elements which would make them spon- 
taneously contractile. The lake has numer- 
ous connections with small veins. In a few 
we have examined histologically small 
arteries apparently feed the lake; in most no 
artery has been found. At present it is our 
impression that they constitute dilated 
rather than overgrown or hypertrophied 
venous structures. They are small varicose 
veins or varicules. Perhaps the lesion ap- 
pears when the vein begins to expand 
freely because of the inadequacy of. the 
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supporting tissue in the neighborhood. It 
is helped along by intermittent rises in 
venous pressure. 

Some of our observations on venous 
lakes are detailed in the Table. We have 
observed more than a hundred persons with 


Venous Lakes 








Sex 


Rah EEA ANCA SES CR Raia tpepa AG cates aan Gpehcl) ees 95 
pf Re, ARS ESS Ty RES skys Sie Domne ene pecan ag 5 
Po AT OIE ARSIRS Rap ee oor leg ee na ta ee aa 
Age 1 at ESERIES STOR ARS ERAN EE SR AS HN RIS AO re i 


range, 
Average number of lesions 
Number of lesions, range___._._.._...._...___._-_. x 
Diameter of lesions, mm._.__.___.-......-...-2..----... 
beg diseases—no apparent relationship to any 

sease 
Frequency in men 60 years and older, %-_......-_-.----- 5 
sates = of venous lakes, % of lesions 








50 
Face 20 
Lips 15 
Neck 10 
Miscellaneous 5 





such lesions. Most but by no means all were 
found in men, and elderly or old men, 
though rarely a younger person has one or 
more lakes. We can think of no purpose 
they might serve and have found no ap- 
parent association with any state or degree 
of disease or health. We have seen them 
in hale and hearty old men getting an 
annual physical examination, and in differ- 
ent persons with most of the diseases com- 
mon to older persons. Perhaps _ their 
neglect hitherto merely reflects the lack of 
interest which the young have for their 
elders in our society. One of us has sug- 
gested that along with a number of other 
different vascular lesions of the skin these 
are merely accompaniments of aging.'° 

The fact that these little lakes may be 
numerous, and the ears and face liberally 
peppered with them (Figs. 1-4), makes 
their neglect’ seem even more surprising. 
But they cause no symptoms unless trau- 
matized. Those on the face may be nicked 
in shaving. When injured they bleed with 
nasty persistence, since they have little or 
none of the self-sealing mechanism avail- 
able in such perfection in the small blood 
vessels of normal skin, 

The localization is peculiar (Table). 
About half are found on the ears, with 
the face, lips, and neck providing most 
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of the remaining sites. We have rarely 
found them except above the level of the 
shoulders. Whether the anatomical matrix 
of the skin of the ears has some peculiar 
structure with an affinity for such lesions, 
or whether, as we suspect, exposure to sun, 
wind, and cold damages the vessels, we can 
only guess. Perhaps smoking may affect the 
lips and favor their localization there. 


Summary 


We have given a detailed description. of 
a banal vascular structure of the skin, 
found most frequently in the ears of elderly 
men. It differs from the cherry angioma, 
or ruby spot, the venous star, the spider 
nevus, the caviar lesion, the telangiectasis 
of hereditary hemorrhagic telangiectasia, 
and other superficially similar marks, moles, 
and nevi. Its gross physical characteristics 
and microscopic morphology are detailed. 
We have found no connection with any 
special disease to which the elderly are 
prone. Knowledge of it at present adds 
little to our therapeutic power except the 
reassurance that the venous lake seems to 
be an innocuous mark of elderly people. 
To what extent it results from the un- 
opposable forces of the aging process, tissue 
integrity running down with the inevitable 
movement of time, and to what extent it 
results from the cumulative minor trauma of 
exposure to physical elements, known or 
unrecognized, our current observations give 


no final answer. Our present impression is 
that both are factors, with the outer environ- 
ment more important than that within. 
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Systemic Lupus Erythematosus 


MARK ALLEN EVERETT, M.D. 
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Recent interest in the hyperlipemic states 
has been evidenced by increasing reports of 
new cases and studies in both the primary 
and secondary forms of this disease wherein 
increases in the serum neutral fats are of 
such magnitude as to cause turbidity of the 
serum. Lever and associates have recently 
reviewed and modified the classification of 
conditions associated with hyperlipemia as 
originally formulated by Thannhauser.? Al- 
though Thannhauser ! still regards some in- 
stances of hyperlipemia to be secondary to 
recurrent pancreatitis, Klatskin and Gor- 
don? and Lever and associates* believe 
that pancreatitis is secondary to the hyper- 
lipemia in these cases and hence pancreatitis 
is not a cause of hyperlipemia. Hyper- 
lipemia secondary to nephrotic glomeru- 
lonephritis was reported by Taylor and 
Curtis. Hence the types of hyperlipemia 
have been classified as follows: 

A. Idiopathic hyperlipemia 

1. In children with associated hepatospleno- 
megaly (Biirger-Grittz disease) 
2. In adults (familial) 
B. Secondary hyperlipemia 
1. Severe diabetes with or without xanthomas 
2. Von Gierke’s glycogen storage disease 
3. Nephrotic stage of glomerulonephritis 

A recent patient seen in this hospital 
‘leads us to suggest that a fourth type of 
secondary hyperlipemia should be recog- 
nized, that associated with renal failure 
caused by systemic lupus erythematosus. 
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Report of a Case 


A 19-year-old married white youth entered the 
hospital on Sept. 7, 1955, with a chief complaint 
of generalized aching, fatigue, and malaise since 
April, 1955. The patient stated that on May. 10, 
1955, he received a severe “sunburn” on his face 
and an accentuation of his malaise. This was fol- 
lowed by fever. He consulted a physician on June 
12, 1955, after developing aching joints and muscles. 
The physician noted generalized lymphadenopathy 
and a violaceous erythema of the face. The patient 
was hospitalized for four weeks, during which 
time he experienced febrile periods with tempera- 
tures as high as 105 F. A lymph node biopsy was 
done, and the pathologic report showed “lympha- 
denitis.” Chest films were reported as within nor- 
mal limits. A severe anemia was reported, and 
the white count was 3,000. Therapy consisted of 
antibiotics, several blood transfusions, and intra- 
venous corticotropin (ACTH.) The blood serum 
was said to be not cloudy. Under therapy the 
patient improved considerably and was discharged 
upon approximately Aug. 1, 1955. Following 
discharge he noticed increasing pedal edema and. 
persistent fatigue. A 25 Ib. weight loss was ex- 
perienced. In spite of further transfusions he 
continued to have increased fatigue and on Sept. 
9, 1955, he was admitted to the University Hospital. 
There was no history of dyspnea, hemoptysis, 
photosensitivity (prior to May 10), gastrointesti- 
nal disorders, or bleeding. Nocturia (once or 
twice) occasional headaches, and diffuse alopecia 
had been noticed. 

On admission, the temperature was 100.2 F, the 
blood pressure was 116/84 RAR, the pulse 120 
per minute, and the weight 125 lb. The patient 
appeared chronically ill. A slight generalized in- 
crease in pigmentation was noted. There were 
white cottony exudates in the fundi. No signifi- 
cent lymphadenopathy was noted. There was 
cardiomegaly with the PMI 8 cm. to the left of 
the midsternal line in the fifth interspace. A loud 
Grade 1 apical systolic murmur was present and a 
gallop rhythm. The lungs were clear. The ab- 
domen was negative. There was tenderness on 
motion of muscles and joints. Pitting edema, 2+, 
of the feet and ankles was present. The serum 
was now cloudy. Total fatty acid was 1437 mg. per 

















HYPERLIPEMIA—LUPUS ERYTHEMATOSUS 


100 cc. Complete laboratory data appear below: 
Hb.: 7.5 gm/100 cc. . 
Hematocrit: 22% 

ESR: 13 mm. in 1 hr. 
WBC: 5,400 (P-90, L-6, E-2) 
Platelets: normal 
Serum: cloudy 
Kahn: negative 
Coombs: dir.—: 3 + ; indir.: + 1:8 
Gamma globulin: 16.7 u 
Thym. turb.: 19.8 u 
Ceph. floc.: 3+ , 24 and 48 hr. 
Urine 
S.G.—1.018 
Albumin: 3 + 
Sugar: negative 
RBC: 30/hpf 
WBC :10-15/hpf 
20-30 fine gran. casts/hpf 
10-15 hyaline casts/hpf 
NPN: 103 mg/100 cc. 
Serum creatinine: 2 mg/100 cc. 
Creatinine Clearance 45.8 lit/24° 
Cl 109; Na 131; K 6.1, 3.9 mg/100 cc. 
CO:: 16 mEq/liter 
Total fatty acids: 1437 mg/100 cc. 
Cholesterol: 426 mg/100 cc.; free cholesterol 
121; esters 305; % esters 72 
Total protein 5.1 gm/100 cc.; alb. 1.5; glob. 3.6 
LE cell tests positive 9-8, 9-9 
Chest x-ray: patchy infiltrates suggestive of tbe 
or LE 
Tuberculin 1:100: Negative 
The patient developed sudden pulmonary edema 
on the third hospital day but responded to rapid 
digitalization, oxygen, and administration of packed 
red cells.. He was given intravenous hydrocortisone 
and started on 20 mg. prednisone (Meticorten) 
q6h. He experienced amelioration of the most 
distressing symptoms and then was transferred at 
his family’s request to a hospital nearer home. 








Comment 


The clinical impression was systemic 


lupus erythematosus with multiple organ in- 
volvement, and the numerous laboratory 
data including repeated LE cell tests con- 
firmed this opinion. The turbid serum ob- 
served in the patient was shown to be due 
to a marked elevation of total fatty acids, 
particularly 
With evidence of severe renal involvement 
by lupus erythematosus it is believed the 
hyperlipemia was due to kidney failure. 


the noncholesterol fraction. 


Summary 
The various types of hyperlipemia are 


noted. A case of acute systemic lupus 
erythematosus with an associated hyper- 
lipemia is reported. To our knowledge the 
occurrence of hyperlipemia secondary to 


renal failure due to systemic lupus erythem- 
atosus has not previously been reported. 
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Skin complications after radical mastec- 
tomy of interest to the dermatologist are 
elephantiasis, recurrent localized nodular 
cellulitis, recurring carcinomatous nodules, 
keloidal and hypertrophic scarring, pseudo- 
acanthosis nigricans, localized neuroder- 
matitis, lymphangiectatic varices, and 
lymphangiosarcoma (Stewart-Treves  syn- 
drome). A tuberous type of lymphangiecta- 
tic varix, not previously described, has been 
under observation by. us. 


Report of a Case 


A 5l-year-old Negro weman, was first seen in 
the Dermatology Clinic of the Cincinnati General 
Hospital in November, 1954. In December, 1940, 
a left radical mastectomy was performed for 
adenocarcinoma of the breast with histologically 
proved regional lymph-node metastases. Four 
months after surgery a persisting lymphedema of 
the left arm developed. The patient stated. that 
she first noted small nodules appearing in the left 
axilla in March, 1954. Since that time, several 
small thick-roofed “blisters” had appeared along 
the inner aspect of her left arm. The patient 
was examined in the Tumor Clinic of the Cin- 
cinnati General Hospital, and a biopsy of one of 
the cutaneous nodules was made. A histologic re- 
port of mycosis fungoides was rendered. Subse- 
quently, a total of 1000 r of superficial x-radiation 
was administered by the Tumor Clinic. Because 
the therapy had little effect on the cutaneous 
nodules, the patient was referred to the Derma- 
tology Clinic for additional studies. 

Physical examination of the patient in the 
Dermatology Clinic in November, 1954, revealed 
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a moderate lymphedema of the left arm. On the 
skin of the left axillary region, there were four 
discrete verrucous, flesh-colored, firm nodules ele- 
vated 2 to 3 mm. above the skin surface and. vary- 
ing from 4 to 7 mm. in diameter. Several smooth, 
tense, vesicular lesions of pinkish-tan hue, ele- 
vated 0.5 to 1.5 mm. above the skin surface and 
varying from 2 to 5 mm. in diameter, were present 
on the inner aspect of the left arm, extending 
from the axillary region to the upper forearm. 
Opening of one of the vesicular lesions released 
a continuous flow of serous fluid. Biopsy specimens 
were taken of both the nodular and the vesicular 
lesions. The microscopic examination revealed a 
similar pathological process in both with only 
quantitative differences between the two sites. 

Microscopic examination of the vesicular lesion 
revealed a thin epidermis with effacement of the 
rete pegs. Within the subjacent corium, there 
were several markedly dilated lymphatic spaces 
pushing upward into the overlying epidermis. The 
lymphatics were lined by a single layer of endo- 
thelial cells and were enveloped on the lateral and 
inferior sides by a dense cellular infiltrate com- 
posed of lymphocytes, plasma cells, and occasional 
histiocytes. “The verrucous lesions displayed a 
moderate epidermal hyperplasia; and except for a 
heavier inflammatory infiltrate in the corium, the 
changes were otherwise identical with those seen 
in the vesicular lesion. 

Review of the original biopsy, previously diag- 
nosed as mycosis fungoides, revealed a histological 
picture identical with that described above. We are 
of the opinion that neither the progress nor the 
microscopic examination substantiates the original 
diagnosis of mycosis fungoides. 

All tumors of both the verrucous and vesicular 
type were removed by either punch biopsy, surgical 
excision, or electrodessication. All treated areas 
healed without difficulty. The last lesion was ex- 
tirpated in April, 1955. 


Comment 


This case has in common with postmas- 
tectomy lymphangiosarcoma, a history of 
radical mastectomy followed by early devel- 
opment of lymphedema on the side operated 
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Fig. 2.—Dense cellular 
infiltrate enveloping di- 
lated lymphatics (Fig. 1) 
composed of lymphocytes, 
plasma cells, and occa- 


sional histiocytes. Re- 
duced about 37% from 
mag. x 650. 


on, along with an asymptomatic latent pe- 
riod of many years’ duration prior to the 
onset of tumors in the lymphedematous 
arm.! In our case, the tumors made their 
first appearance approximately 13 years 
after the original surgical procedure. The 
tumors were present for eight months prior 
to the patient’s first visit to the Dermatol- 
ogy Clinic. Subsequently, the patient has 
been under the observation of the dermatol- 
ogy staff for 12 months. In the latter period 
of time, the individual lesions have been 
extirpated without any indication of malig- 
nant degeneration. We feel that a malig- 


POSTMASTECTOMY LYMPHANGIECTATIC VARICES 


Fig. 1.— Photomicro- 
graph of verrucous nodule 
from axilla displaying di- 
lated lymphatic spaces 
pushing upward into the 
overlying moderately hy- 
perpiastic epidermis. 
Hematoxylin-eosin stain, 
reduced about 37% from 
mag. X 150. 


nant change would have occurred in this 
time interval were the tumors to follow the 
pattern described in the Stewart-Treves 
syndrome. 

In postmastectomy lymphangiosarcoma, 
the nodules usually make their first appear- 
ance in the arm, and then the malignant 
process penetrates deeply into the subcu- 
taneous tissues.1 In our case, the tumors 
occurred initially in the axilla, with the 
dilated lymphatics and inflammatory re- 
action well localized to the corium. 

In our patient, we observed that the 
lesions clinically resemble lymphangioma 
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circumscriptum. However, this entity is 
considered to be a congenital anomaly with 
onset during early childhood.” 

Simple lymphangiectases of capillary 
vessels due to the blocking of the larger 
lymphatic channels by scar tissue formation 
have been reported as a sequela to elephan- 
tiasis chirurgica.?, However, there has been 
no mention in the literature of this tuberous 
form of lymphangiectasia with marked 
inflammatory reaction occurring in a 
lymphedematous arm secondary to radical 
mastectomy. 

The patient was presented before the 
Central States Dermatologic Society on 
March 17, 1955. At that time, the dis- 
cussant, Dr. Hermann Pinkus, stated: “In 
late years, it has become better known that 
sometimes the lymphedema (secondary to 
radical mastectomy) can lead to much 
severer sequelae in the form of lymphangio- 
sarcoma, a tumor in many respects similar 
to Kaposi’s pigmented hemorrhagic sarcoma 
but originating in the lymph vessels of the 
edematous tissue. This apparently is not the 
case here. The patient seems to have benign 
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lymphectasia similar to that found in ele- 
phantiasis of the legs. However, there was 
in the sections a very dense cellular infil- 
trate which had led the pathologist to 
diagnose lymphoblastoma. I admit that I 
strongly considered that diagnosis but did 
not find quite enough evidence to substan- 
tiate it.’”* 


Summary 


An interesting and unusual benign lym- 
phatic tumor composed of a lymphangiec- 
tatic varix and an _ associated intense 
inflammatory reaction arose in a postmas- 
tectomy lymphedematous upper extremity 
13 years after the original breast amputa- 
tion. 
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Report of a Case 
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Imbedded hair is rarely thought of as a 
cause of a greatly thickened and painful 
callus on the sole. Such a callus is usually 
found to contain a plantar wart or to be the 
result of scar formation following removal 
of a wart in a weight-bearing area. A for- 
eign-body reaction caused by hairs usually 
occurs in barbers and at the webs of the 
fingers.’ 


Report of Case 


The patient was a 47-year-old white woman. 
She was seen April 23, 1955, because of a yellow- 
ish-white callus about 0.3 cm. thick, covering the 
entire plantar surface of the right heel and extend- 
ing part way up the medial side of the heel. 
Toward the medial edge of the plantar surface 
of the heel there was a zone 2 cm. long of black 
dots deeply imbedded in the callus. The entire foot 
was mottled pink and pale, and was cool and 
actively secreting perspiration although the ar- 
terial pulses were ample. 

My impression was that when the callus was 
trimmed sufficiently the discolored area would 
reveal an aseptic necrosis such as is seen fol- 
lowing excessive roentgen irradiation of a weight- 
bearing area. 

The patient related that her difficulty had started 
in 1949. A callus gradually formed as a result of 
dragging the heel because of a partial paralysis 
of the right leg following spinal anesthesia. The 
paralysis gradually improved, but the callus had 
remained. It had been surgically trimmed on 
numerous occasions. The area at the medial side 
had. broken down several times and had always 
been painful. In December, 1954, the darkened 
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portion at the medial side became grossly necrotic, 
and the patient states that she was given penicillin 
by intramuscular injection. 

Because of the extreme tenderness of the heel 
the initial procedures were simple, consisting of 
sodium hypochlorite soaks and the daily applica- 
tion of an alcoholic solution of salicylic acid and 
resorcinol. As the callus softened it was trimmed 
off. After about five weeks of this treatment we 
succeeded in allaying the pain but at the same 
time removed enough callus to reveal the dark 
spongy keratinous material which had previously 
appeared as a zone of black dots. This material 
was shaved off in pieces about 1 cm. x 0.5 cm. and 
saved for microscopic examination. 

The skin fragments were soaked in 10% po- 
tassium hydroxide solution and examined without 
staining. There were no fungal hyphae present, 
but numerous short thick hairs were seen im- 
bedded among the macerated horny epidermal cells. 
The hairs were all short and thick, averaging 0.4 
mm. in length, such as would be produced by 
daily shaving a male beard. Some were badly 
macerated and others intact and fully recognizable. 

After this discovery the patient was directed 
to use linseed poultices every hour on the painful 
heel. In a few days the hyperkeratosis spon- 
taneously disappeared from the lateral half of 





Hyperkeratosis of heel. 


the plantar surface of the heel and the discolored 
portion became comfortable. (The photograph 
was taken soon after the discovery of the hairs 
and while the callus was being reduced by the 
poultices. ) 

The soft degenerated horny material in which 
the hairs were imbedded finished separating in 
July, 1955, four weeks after the discovery of the 
hairs. She was discharged from treatment in 
September, 1955. The patient. reported on Jan., 
16, 1956, that the medial side of the bottom of the 
right heel was still somewhat thicker ‘than normal, 
probably because of a residual weakness of the 
extremity, but that there was no pain or inter- 
ference with activities. 


Comment 
We surmise that the patient’s husband 
when shaving allowed the cut hairs to fall 





to the floor of the bathroom. The lame foot 
of the woman was later dragged across the 
floor, causing the hairs to become imbedded 
in her heel. 


Summary 


An example is reported of imbedded 
shaven hair causing a chronically painful 
hyperkeratosis of the heel of a woman with 
a partially paralyzed lower extremity. 
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PRINCE A. MORROW 


Prince A. Morrow (1846-1913) is remembered 
chiefly for his studies in leprosy which he investi- 
gated in many parts of the world. He was a 
pioneer in the- field of prevention of venereal 
diseases. He translated Fournier’s “Syphilis and 
Marriage”; he published “Drug Eruptions”; “An 
Atlas of Skin and Venereal Diseases”; “A System 
of Genito-Urinary Diseases”; “Syphilography and 
Dermatology,” three volumes; and was co-editor 


of the Journal of Cutaneous Diseases. 
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Its Location in the Tissue Mast Cells 
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The classical studies of Lewis ! and Dale? 
clearly established the role of histamine in 
the reactions of the skin to injury. It is all 
the more surprising, therefore, that until 
recently virtually nothing has been known 
of the cytological location of tissue hista- 
mine. According to Riley,* this gap be- 
tween the physiology and the pharmacology 
of histamine, on the one hand, and the mor- 
phological distribution of histamine, on the 
other, can be bridged, if it be assumed that 
much of the histamine in the body is norm- 
ally present in the mast cells, a hypothesis 
for which there is now considerable experi- 
mental support.t It was thus of interest to 
examine the skin of various species and to 
determine the extent to which the distribu- 
tion of the histamine in each is related to 
the distribution of its mast cells. This study 
shows that at least so far as the skin of 
man, mouse, rat, cat, dog, ox, pig, guinea 
pig, and rabbit is concerned, the bulk of the 
extractable histamine is situated in that part 
of the skin which contains most mast cells. 
In describing these experiments we feel that 
it may interest the reader to retrace the 
steps which led us to study histamine in 
skin and to devise simple techniques for its 
localization. 


A. Histamine and Mast Cells in Ears 


There are no mast cells in the early 
embryo. They first appear toward the end 
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of embryonic life and gradually develop 
cytoplasmic granules which stain metachro- 
matically with certain basic dyes. Thereafter 
the mast cells occupy locations which, though 
characteristic for the species, differ remark- 
ably from one species to another. We have 
taken advantage of this diversity in attempt- 
ing to identify the location of tissue 
histamine in the skin of several species. 

In the course of a survey of the develop- 
ment of mast cells in the embryo, it was 
noted the cells often appear first and are 
later extraordinarily numerous in the ear. 
This finding was of particular interest in 
view of contemporary work by Feldberg and 
Miles,!! who showed that the ear of the 
guinea pig is comparatively rich in hista- 
mine. Our own histological studies con- 
firmed that mast cells, though sparse in the 
skin of the guinea pig, are most numerous 
in those regions in which Feldberg and 
Miles had obtained their highest values for 
histamine—nipples, perivaginal skin, and 
the skin of the ear. It was therefore de- 
cided to examine the ears of some of the 
larger domestic animals in which a simple 
dissection of the tissues might suffice to 
indicate which part of the ear contains the 
maximal concentrations of mast cells and 
of histamine. i eae 

Materials and Methods——Whole ears of 
cattle and pigs obtained fresh at the 
slaughterhouse were split vertically down 
the midline, and representative whole-thick- 
ness blocks for histology were removed 
from the base, center, and tip. Next, the 
upper and lower skin coverings were freed 
from the intervening cartilage by sharp 
dissection, and further samples of the vari- 
ous parts were removed for histological 
examination. All tissue blocks were placed 
at once in the fixative recommended for 
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mast cells by Constantinides ‘* and were 
later embedded in paraffin, cut at 8p and 
stained for mast cells with a 0.1% aqueous 
solution of toluidine blue. Other sections 
were stained by the hematoxylin-eosin 
method for general histological detail. Mast 
chosen at random,: were counted for each 
tissue layer, the results being expressed as 
“mast cells per microscope field.” For the 
pharmacological assays, weighed portions of 
tissue adjacent to those selected for histo- 
logical examination were immersed as soon 
as possible in a 10% solution of trichloro- 
acetic acid and were later extracted and 
assayed for histamine, as in previous work,° 
with use of either the guinea pig ileum 
preparation or the blood pressure of the 
microscope of standard tube length, eye- 
piece 8 X and objective 16 X. Ten fields, 
preparations at a magnification of 120 
diameters with use of a binocular Watson 
cells were then counted in the toiuidine blue 
atropinized cat. Histamine values are ex- 
pressed as micrograms of histamine base 
per gram of fresh tissue. 

Results—Tables 1 and 2 illustrate our 
findings for histamine and mast cells in 


TABLE 1.—Regional Variations in Histamine 
and Mast-Cell Contents in Hog Ear 


Upper Surface 





25 (81) | 31 (129) 

















Central 2 (0) Cartilage 
Base Tip 
10 (44) | 18 (58) 
Lower Surface 


Histamine values are expressed as micrograms per gram: 
corresponding mast-cell contents (in parentheses) are average 
figures for 10 standard microscope fields, counted from vertical 

ffin sections. There is a positive correlation between 
istamine and mast cells in each region, and a gradient in both 
which increases towards the tip of the ear. 


the ear of hog and ox. In both species, 
there is a close parallelism between the 
histamine values and mast-cell contents of 
the various topographical regions of the ear. 
Thus, there is more histamine in the upper 
than in the lower skin, and’ more at the tip 
than at the base. The central cartilage, 
though displaying as strong a metachro- 
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TABLE 2.—Histamine Contents and Mast-Cell 
Values for Ox Ear 


Upper Surface 





15, (26) 
24 (45) 


28 (50) 








Base Central 5.5 (0) Cartilage 32 (63) Tip 





15 (28) 22 (37) 














Lower Surface 


As in hog ear, the values both for histamine and for mast 
cells (in parentheses) are higher in the upper than in the lower 
skin and increase towards the tip of the ear where maximal 
concentrations are found. The few mast cells in the perichon- 
drium have not been recorded. 


matism as the mast granules, contains little 
histamine, and even this may perhaps be 
due to the few mast cells in the perichon- 
drium. We had previously noted a high 


content of mast cells in the ears of mice 


and rats. However, the ears of these 
smaller animals are.less suited to a regional 
survey of mast cells and histamine than are 
the ears of larger animals. Only the upper 
skin of the ear of the mouse and rat can 
readily be stripped off the cartilage, though 
it has the advantage of being so thin that it 
can be examined histologically as a whole- 
mount preparation (Fig. 1). This upper 
skin in mouse and rat contains about three 
times. as much histamine as the remainder 
of the ear, cartilage, and lower skin together. 
Thus, these preliminary findings using 
the ears of various species support the idea 
that there is a close association between the 
histamine content of a given tissue and the 
density of its mast-cell population. This 
becomes more apparent when the skin else- 
where is examined. : 


B. Histamine and Mast Cells in 
Abdominal Skin 

As Table 2 indicates, it was found pos- 
sible to subdivide whole skin from the base 
of the upper surface of ox ear into two 
parts, an inner and an outer layer. Here it 
was observed that both mast cells and hista- 
mine are concentrated mainly in the inner, 
or dermal, layer. This suggested that it 
might be feasible to examine the skin of 
other species in this way, scraping off as 
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much as possible of the dermis and exam- 
ining it and the remaining upper layer 
separately for mast cells and histamine. 
Since the method is essentially comparative, 
each portion serves as a control for the 
other. 

Materials and Methods.—Samples_ of 
fresh abdominal skin from guinea pig, 
rabbit, dog, cat, mouse, and rat were pinned 
out on a board, fur side down, and as much 
as possible of the dermis was scraped off 
with a scalpel. Human skin, obtained fresh 
at operation from mastectomy specimens, 
was subdivided in the same way. Tissue 
spreads were made from the inner, or der- 
mal, layer, and paraffin, sections from the 
remaining outer layer, which consists of 
epidermis and its appendages together with 
a layer of dermis whose thickness varies 
from one species to another. These prep- 
arations were then compared with paraffin 


Fig. 1—Whole mount 
preparation of upper 
skin, mouse ear; fixed 
alcohol, stained toluidine 
blue (reduced 4% from 
mag. X90). Note the 
enormous number of tis- 
sue mast cells. These ap- 
pear in the photograph as 
black spots—some with a 
clear nuclear zone in the 
center—and frequently 
surround the hair follicles. 
The skin of the ear con- 
tains proportionately more 
histamine than that of 
any other region. 


sections of whole-thickness skin to deter- 
mine the level at which the separation had 
been made. Mast cells were counted as 
before in the inner and outer zones of the 
sections of intact skin, corresponding values 
for histamine being obtained from samples 
of the separated inner and outer layers. The 
results are set out in Table 3. 
Results.—Again there is a striking paral- 
lelism between the mast-cell content and 
the histamine value in the various layers of 
skin in every species examined. This is 
particularly evident in those animals in 
which the skin histamine is high—cat, 
mouse, and rat. The histological appear- 
ances in these three species are shown in 
Figures 2, 3, and 4, which are all of the 
same magnification; the arrows indicate the 
level at which the dermis can be scraped off. 
When the histological appearances are com- 
pared with the values for histamine in 


TABLE 3.—Comparison of Mast-Cell Contents and Histamine Values in the Outer and Inner 
Zones of Various Species 

















G. Pig Rabbit Man Dog Cat Mouse Rat 
Species 
Go2-E Uae o ears O..k O.-. 8 ea © On. 2 
Mast cells per field 4 2 is ? 12 3 63 34 46 5 45 30 15 30 
Standard deviation an eee te se : -- | &l7? +10) 28 43 | 29 417 | 36 +7 
Histamine value y/gm. 2 2 2 2 10 3 10 3 20 6 4 «28 8 35 


























O—outer zone; I—inner zone. When the mast-cell count is meh, the standard deviation is also given. The cells in the guinea pig 


are very small, and in the rabbit are so few that no accurate fi 


can be supplied. In the remaining species there is a close cor- 


gure 
relation between the number and size of the mast cells and the local concentration of tissue histamine. 
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Fig. 2.—Vertical section cat x sian ‘tol 
dine "thee (reduced about 4 from mag. X 170). 
The majority of the mast cells (dark spots) are 


small: and lie close to the epidermis. Both they 
and the histamine remain behind when the under- 
lying dermis is stripped off to the level of the 
arrows. 


1 Meas shins stained tbluidine blue tes 
Poi waa Ys from mag. X 170). The mast 
cells in the skin of the mouse are disposed in two 
layers, inner and outer, and are mainly big cells. 
Splitting the skin at the level of the arrows re- 
sults in an almost equal division both of mast 
cells and of histamine between the two layers. 
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Table 3, we see that the mouse, with the 
highest total skin histamine, has two layers 
of mast cells and two concentrations of 
histamine—one in the inner and a second in 
the outer zone of skin. The cat and rat 
each have only one main concentration of 
mast cells and histamine; yet the two species 
differ in that the mast cells and histamine 
in the cat’s skin are chiefly in the outer 
layer, close to the epidérmis, whereas the 
mast cells and histamine in the rat are 
mainly in the inner layer, which can be 
removed by the technique we have de- 
scribed. Not only do the various histamine 
values for the two layers reflect the number 
of mast cells in each; they also reflect to 
some extent the size of the cells comprising. 
the layer. Thus it will be seen from Figures 
2, 3, and 4 that the subepidermal mast cells 
in cat skin, though numerous, are small 
compared with the mast cells in the mouse 
and rat, and that the mast cells in the super- 
ficial layer in the skin of the rat are them- 
selves smaller than the more deeply situated 
cells. It is curious that the smallest animal, 


” 


Fig. 4.—Rat skin, stained toluidine blue (re- 
duced about %4 from mag. x 170). Although there 
are a number of very small mast cells close to the 
epidermis, the majority are big cells and lie below 
the level of the arrows. They, and most of the 
histamine, are removed when the deeper layer is 
detached. Contrast cat (Fig. 2). 
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the mouse, has the biggest mast cells and 
a double layer of them in its skin. Simple 
enumeration of the mast cells fails to record 
these qualitative differences. 


C. Histamine and Mast-Cell Profiles in 

the Skin of the Cat 

The success which attended the above 
procedure of splitting skin into an inner 
and an outer layer led us to attempt a more 
thorough division of skin from various 
species into several layers, using the “hista- 
mine profile’ method of Feldberg and 
Harris '* and combining it with a histo- 
logical assessment of the mast cells at the 
yarious levels. Comparatively thick skin is 
required for this purpose. Data for dog 
skin have recently been submitted by Gra- 
ham and associates 1°; hence, by way of 
illustration, we record here only our results 
with the skin of the cat. . 

Materials and Methods.—Freshly excised 
abdominal skin of the cat was clipped short, 
and portions of suitable size were placed 
on the freezing microtome and sliced, par- 
allel to the surface, at an average thickness 
of 40. Alternate slices were either weighed 
separately and extracted for histamine, or 
were stained as frozen sections with tolui- 
dine blue and examined for mast cells. A 
further sample of the original specimen was 
fixed and embedded for paraffin sections. 
These were cut vertical to the surface in 
the conventional manner and were stained 
by the methods previously described. 

Results——There was no doubt as to the 
relative location of the mast cells in the 
frozen sections, though many of the cells 
displayed the dissolution of granules and 
diffusion of metachromatic material which 
follow the use of a watery technique 
(Michels 14). By far the greater number 
of mast cells were encountered in the first 
three slices below the epidermis, in which 
Situation small granular mast cells of nor- 
mal appearance were seen in the paraffin 
sections cut perpendicular to the surface of 
the skin. Two factors prevented accurate 
counts being made of the mast cells in the 
frozen sections: first, the actual thickness 








of the slices themselves (40), and sec- 
ondly, the loss of metachromatic material, 
referred to above, which made it difficult 
to identify the smaller mast cells. Accord- 
ingly, the requisite counts were made from 
the paraffin sections (of which Fig. 2 is an 
example) by projecting a series of micro- 
scope fields onto paper previously subdi- 
vided at that magnification into strips 80u 
wide by means of a stage micrometer. Once 
the first line had been adjusted to lie along 
the edge of the epidermis, the remaining 
pairs of lines enclosed zones of tissue corre- 
sponding to those from which the histamine 
samples had been taken in the frozen mate- 
rial. For convenience, mast cells were 
counted in strips 2000 in length, i.e., in a 
block of tissue which, after fixation and 
sectioning at 8u, occupies a volume of 
8X80 2000 cu.u. Calculation then shows 
that in the region of maximal concentrations 
of mast cells and histamine in the skin of 
the cat, each small mast cell contains ap- 
proximately 1.14uy histamine. When the 
mast-cell counts and histamine values are 
plotted together (Fig. 5) an excellent cor- 
relation between mast cells and histamine 
is seen to exist throughout the entire thick- 
ness of the skin. 


Comment 


It is clear from the data which have been 
presented that in every species examined the 
quantity and distribution of the histamine 
in skin is paralleled by the relative density 
and distribution of the tissue mast cells. 
Taken in conjunction with previous work 
on mast cells and histamine in normal tis- 
sues,t and especially in view of the very 
high histamine contents of mast-cell tumors 
from dogs,’ it would seem highly probable 
that histamine in general is concentrated in 
the mast cells. This conclusion is supported 
by a recent account by Graham and asso- 
ciates 7° on the relationship of histamine to 
mast cells in the skin of the normal dog. 

In the present work we see, first, that the 
curiously high mast-cell content in the skin 
of the ear has its counterpart in a high 


+ References 5 and 10. 
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Fig. 5.—Mast-cell and histamine “profile” of 


from a vertical paraffin section of cat skin has been rotated to lie transversely across the 
diagram. Broken lines indicate the levels at which alternate frozen sections were cut; the 
black dots are the mast cells. When the appropriate mast-cell counts and histamine values 
(below) are plotted as a histogram (above), the two “profiles” are found to bear a striking 


resemblance to one another. 


histamine content of similar regional dis- 
tribution. Secondly, when samples of ab- 
dominal skin from various species are split 
into an inner and an outer layer, both the 
histamine and the mast cells become sub- 
divided and partitioned in the same way. 
This is well seen in those three species in 
which the skin histamine is high—cat, 
mouse, and rat. The cat and rat differ in 
that the histamine and mast cells lie mainly 
in the outer and inner layers of the skin 
respectively. The mouse shows a combina- 
tion of both patterns in having a double 
layer of mast cells, outer and inner, and a 
correspondingly high histamine value in 
each. Thirdly, when the skin of the cat is 
split into multiple layers and their mast cells 
are counted, a “histamine profile’ can be 
constructed which corresponds closely with 
the mast-cell values at the various levels. 

In comparison with the findings in cat, 
mouse, and rat, the mast-cell and histamine 
contents of human skin are not unduly high, 


476 


cat skin. Part of a “camera lucida” drawing 


though high values have been recorded in 
certain pathological tissues rich in mast 
cells, as in urticaria pigmentosa.® As is 
well known, the outstanding clinical feature 
of urticaria pigmentosa is the exaggerated 
“triple response” which follows mild 
trauma—visible evidence of the release of 
histamine.§ Through the courtesy of Dr. 
J. M. Drennan we have carried out phar- 
macological assays for histamine in speci- 
mens from three cases of _ urticaria 
pigmentosa, the histological features of 
which have recently been described in de- 
tail..° Two of the three cases were of the 
rare solitary type of lesion, the third a | 
pigmented macule from a more typical case 
with widespread skin involvement. In the 
first case the mast cells filled the entire 
depth of the biopsy specimen; in the second 
they petered out about half way down the 
tissue block, and in the third they occupied 
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only a thin layer under the epidermis. The 
corresponding histamine values for the three 
specimens were of the order of 1000y, 500y, 
and 50y per gram of tissue respectively, as 
compared with 20y/gm. for skin immedi- 
ately adjacent to an active lesion and values 
ranging from 5-10y/gm. for whole-thick- 
ness skin from healthy subjects. 

As stated elsewhere,* there was no appar- 
ent correlation between the eosinophile con- 
tents and histamine values of the various 
tissues which we have examined, modern 
work now suggesting that the function of 
the eosinophile may be concerned rather 
with the disposal of histamine than with its 
formation. Thus Drennan?® observed a 
rapid influx of eosinophiles into a lesion of 
urticaria pigmentosa stimulated by trauma 
to release its histamine, and we have like- 
wise noted the entry of eosinophiles into 
animal tissues treated with chemical hista- 
mine liberators.|| Thus it would appear that 
the cytological location of tissue histamine 
now rests squarely on the mast cell, and that 
the gross values for histamine which have 
for long been recorded are, in the main, a 
reflection of the extent to which the tissue 
or organ contains mast cells. The results 
of the present investigation now indicate 
that this fundamental concept of the loca- 
tion of histamine in mast cells applies also 
to the skin, the organ on which much of 
the classical work on histamine is based. 


- Summary and Conclusions 

The diversity in number and distribution 
of the mast cells in the skin of various 
species has been used to test théghypothesis 
that the tissue mast cells cons¢itufe the main 
source Of extractable histamine in the body. 

Simple dissection of the ears of pigs and 
cattle suffices to show that there is more 
histamine in the upper than in the lower 
skin of the ear and more at the tip than at 
the base. The mast cells have a similar 
regional distribution. 

Separation of skin from man, mouse, rat, 
cat, dog, guinea pig, and rabbit into an inner 
(mainly dermal) and an outer layer par- 


|| References 4 and 6. 








titions the total skin histamine in different 


ways in different species. These patterns 
of distribution of the histamine correspond 
exactly to the extent to which the mast cells 
have become separated by the division of 
the skin into the two layers. 

Whole-thickness skin of the cat, hardened 
on the freezing microtome, has been sliced 
parallel to the skin surface into multiple 
layers, and the histamine and mast cell 
contents in alternate layers have been meas- 
ured. The mast-cell-histamine “profile” 
which can then be constructed shows that 
there exists a very close correspondence 
between the local density of the mast-cell 
population and the local concentration of 
histamine at every level in the skin. 

Previous evidence is briefly reviewed and 
the conclusion is reached that the bulk of 
the extractable histamine in skin, including 
the skin of man, is located in the tissue mast 
cells. 
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quent but not rare. ‘White the total number 
of cases of this entity reported in the litera- 
ture does not allow significant statistical 
analysis, the impression left by early authors 
concerning the extreme rarity of the con- 
dition in the male is not warranted. Accord- 
ing to estimates by Neumark’ and 
Schwank,? 10% of the reported cases of 
Fox-Fordyce disease occurred in male pa- 
tients. Del Vivo* found that in 14 of 132 
cases collected from the literature the pa- 
tients were males. One of the first two cases 
recorded by Fox and Fordyce * was that of 
a young boy. Dohi® stated that in the first 
five cases reported in Japan two of the pa- 
tients were males. We have been able to 
locate the case of only one Japanese male, 
the case reported by Abe.*® 

We have been surprised at the number 
of cases of Fox-Fordyce disease in the male 
that have been reported in the literature. 
In 1926, Fischer? reported on the 30 col- 
lected cases to that date, and the original 
case of Fox and Fordyce was the only case 
of a male patient. Cases of 10 men having 
this disease have been reported in the Ger- 
man literature.* In the French literature 
cases have been reported by Ramel,? 
Pautrier,48 Nicholas and _associates,!® 
Touraine and Solente.2° In the United 

Accepted for publication Jan. 5, 1956. 

Mayo Clinic and Mayo Foundation (Dr. 
Winkelmann, Assistant to the Staff; Dr. Kierland 
and Dr. Montgomery, Section of Dermatology). 

The Mayo Foundation is a part of the Grad- 


uate School of the University of Minnesota. 
* References 2 and 8 to 16. 


le tale Disease i in the Mate 






States cases of eight males have. been re- 
ported.+ Thus, to date, including the case 
of the one Japanese male, we have been able 


to locate 23 cases of Fox-Fordyce disease 


te*report the case.of a man re- 
‘seen at the Mayo Clinic, which will 
bring the total number of reported cases of 
males having the disease to 24. In this case 
it was possible to contribute additional ob- 
servations made by two of us ** concerning 
the etiology and pathology of this process. 


Report of Case 


A 49-year-old white man was seen at the clinic 
in June, 1955. He gave a history of a pruritic - 
papular eruption beginning one year before. It 
occurred after the use of deodorants. It com- 
menced in the left axilla and shortly afterward 
in the right axilla as  flesh-colored _ pruritic 
papules. After use of the deodorant was dis- 
continued, the pruritus continued and new lesions 
developed. One month after the onset a similar 
eruption appeared about the areolae and in the 
suprapubic area. He noted that the pruritus was 
worse when he was under stress, but he could not 
relate the process to any other factor. During the 
year in which the eruption had been present the 
only change had been the tendency for the lesions 
to turn deep brown. He had been given two x-ray 
treatments by a local practitioner, without result. 
Local medication, including hydrocortisone prepara- 
tions, had not given him relief. One month prior 
to his admission a tender nodule, which was still 
present, had developed in the left axilla. 

On physical examination the patient presented 
a symmetrical papular eruption of the axillae, 
areolae, and suprapubic region. The lesions were 
papules which ranged in color from flesh to brown 
and were separated by intervening areas of normal 
skin. On the areola they were arranged in con- 
centric circles and were largely peripheral in lo- 
cation. Only in the axillae was there evidence of 
loss of hair. The axillary eruption is seen in Figure 
1. The results of general physical examination, 
which included complete blood cell count, floc- 


+ References 4 and 21 to 27. 
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culation test, urinalysis, gastric analysis, and roent- 
genograms of the thorax and: colon, were 
essentially normal. 

Specimens for biopsy were taken from the lesions 
in the axilla, areola, and pubic areas on the left; 
they were divided and placed in 95% alcohol and 
in 10% neutral formalin, respectively. Paraffin sec- 
tions cut at 8u were stained with hematoxylin and 
eosin, van Gieson’s stain, Gomori’s elastin stain, 
toluidine’ blue solution, Sudan black B, periodic 
acid-Schiff reagent (PAS) after exposure to dia- 
stase, Mayer’s mucicarmine stain, and Best’s car- 
mine stain. Frozén sections were stained with 
Sudan black B and Sudan IV. - 

Epidermal -changes revealed hyperkeratosis and 
acanthosis. ~Mucin = was present in abnormal 
amounts in sections of biopsy specimens from all 
three regions.. It was found free in the cutis and 
within degenerate apocrine glands, as may be 
noted in Figures 2a, b, and c, respectively. Although 
resistant to diastase this mucin showed a positive 
reaction to PAS. Such material within the lumen 
of a gland is seen in Figure 2d. This material was 
slightly basophilic and was negative to Sudan black 
B. In the sections of axilla and areola successive 
steps of degeneration of the apocrine glands were 
evident. Coils of normal gland were found next 
to those with completely atrophic epithelium. In- 
termediate steps are revealed in Figure 2e. The 


480 





A. M. A. ARCHIVES OF DERMATOLOGY 


2S 


.. Fig.1.—Lesions present 
in right and left axillae. 























specimen removed for biopsy from the pubic 
region was not deep enough to include apocrine 
glands, but the mucin was prominent in the tissue. 
In all three regions metachromasia was evident 
in the paraffin sections fixed in 10% neutral for- 
malin and stained ‘with: toluidine blue; it was not 
evident in sections’ fixed in 95% alcohol. This 
metachromatic material was free in the tissues. 
It was not found in any relationship to the glands. 
It was most marked in sections of the areola. This 
region showed subepidermal collections of meta- 
chromatic material. The chromic infiltrate was 
to be seen chiefly about the vessels, appendages, 
and glands. It was remarkable only. for the large 
numbers of mast cells present. No evidence of 
lipoid material in abnormal quantities or locations 
was observed in the studies- done. 


Comment 


Fox-Fordyce disease in the male is com- 
pletely identical with the same condition in 
females. The appearance and location of 
the lesions, the clinical course, and the lack 
of response to therapy are all features of 
the condition, regardless of the sex of the 
patient. It has been possible to show 


LIMA 


i ee a 


FOX-FORDYCE DISEASE IN MALES 


Poa ; 
¥ ? * i fi *.k 


ig. 2—(a) A mucin stain of a section from the pubic region, showing the collections of 
mucin in the dermis (x 50). (b) A mucin stain showing mucin in the cystic and atrophic 
coils of axillary apocrine glands (X 115). (c) A mucin stain showing mucin within the glands 
from the areolae (X< 90). (d) A PAS-diastase-treated section, showing positive material with- 
in the glands of the areolae (X 130). (e) A section of the axilla stained with hematoxylin 
and eosin, showing the degenerative changes of the glandular coils and the mucinous material 
within the lumen. Various gradations of the changes are present (> 120). 


through study of this case that the histo- the glands and tissues of the involved. re- 
pathologic findings also are comparable to gions is a finding which should help in the 
those previously described in cases of fe- diagnosis of this condition. However, the 
male patients. The presence of mucin in _ specific relationship of this mucinous change 
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to the pathogenesis of the process cannot 
be considered established. This change has 
been found within the apocrine glands of 
the axilla involved with a chronic bullous 
dermatosis of unknown etiology and also 
within the glands below a single case of 
acanthosis nigricans. No study of the occur- 
rence of such a change in the tissue of 
chronic dermatoses or in normal tissue has 
been reported to date. This is under investi- 
gation. 

Work by Shelley and Levy * suggested 
that Fox-Fordyce disease could be consid- 
ered as an apocrine miliaria. More recent 
studies by Shelley and Cahn *° demonstrated 
that a foam-cell response is found in the 
cutis after experimental production of apo- 
crine poral closure and subsequent rupture 
of the glands. This histiocytic reaction has 
been absent in our cases of Fox-Fordyce 
disease. It is conceivable that such a re- 
action is the first event which leads to the 
mucinous metaplasia described here. It 
should be reemphasized, however, that in 
our experience a mucinous degenerative 
change in the apocrine glands together with 
extrusion of this material into the cutis has 
been the prominent feature of Fox-Fordyce 
disease. 

The patient in our case is the oldest man 
we have observed to have this disease. The 
average age of male patients in cases col- 
lected from the literature is 21 years, the 
extremes being 14 and 35 years. It is now 
apparent that this condition mav develop 
in older men. Freund *! reported a case of 
a woman 73 years of age. To our knowl- 
edge, the youngest patient of either sex to 
have Fox-Fordyce disease was 11 years of 
age. 
It would appear that the estimation of a 
1:10 ratio of males to females having Fox- 
Fordyce disease is a reasonable one. Thus 
the condition is not so rare in males as it 
had been considered to be. This reduces 
the necessity of considering this entity as 
one produced by the special hormonal influ- 
ences present in the female body. The 
many studies to date purporting to establish 
this relationship are contradictory and in- 
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conclusive. That the hormonal tides in the 
female have a contributing role cannot be 
doubted, but their definitive relationship to 
the basic mechanism of the disease has not 
been demonstrated. 


Summary 


Although Fox-Fordyce disease occurs in- 
frequently, it is not considered to be a rare 
disease. The ratio of males to females hav- 
ing this condition is estimated as 1:10. 

A review of the literature shows that 23 
cases of Fox-Fordyce disease_in male pa- 
tients have been reported. We have added 
another case, that of a 49-year-old man seen 
at the Mayo Clinic. Mucin was found in 
the degenerate apocrine glands and depos- 
ited free in the tissues. The mucinous 
change may explain the chronic clinical 
course of this condition. 
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As defined in Cecil’s text,’ multiple mye- 
loma is a malignant plasmacytoma arising in 
the bone marrow which tends to occur in 
persons after the fifth decade. It is usually 
characterized by pain in the back and weak- 
ness, destructive osseous lesions involving 
especially the bones of the trunk, pathologic 
fractures, a normocytic anemia of moderate 
degree, and the presence, in many cases, of 
a peculiar type of protein (Bence Jones) 
in the urine. The condition is observed 
- twice as commonly in men as in women. 
Almost all cases occur after the age of 40 
years. Pain of a vague intermittent shifting 
type, often referable to the spine, is com- 
monly the earliest evidence of the disease. 

Anemia is moderate in degree, as a rule, 
and normocytic, but sometimes it is severe 
and macrocytic. The leucocyte count may be 
normal, slightly increased, or low. Myeloma 
(plasma) cells like those seen in the bone 
marrow may be found. The platelet count 
is usually normal. Hyperproteinemia may 
be present, and sometimes extremely high 
values are found. The multiple bone lesions, 
the excretion of Bence Jones protein, the 
hyperproteinemia, and the characteristic 
cells in the bone marrow form a combina- 
tion of findings which makes the diagnosis 
quite evident. 

Dr. Samuel M. Bluefarb? classified the 
cutaneous lesions of multiple myeloma into 
two groups: (1) the specific and (2) the 
nonspecific. The specific group presents 
(a) extramedullary plasmacytoma of the 
skin without involvement of the bone and 


(b) skin tumors from metastases of the 
Accepted for publication Jan. 4, 1956. 
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bone involvement. The case reported here 
falls into the nonspecific group of cutaneous 


‘lesions which are based on the presence of 


abnurmal proteins. 

The case I am to present is that of a 
white French Canadian man, a carpenter 
by trade, age 58, weighing 210 lb. The pa- 
tient has always resided in Canada. He was 
referred to me by his physician in May, 
1954, for a gangrenous mass completely 
covering the left lower extremity. 


- Report of a Case 


Family History.—The family history was. es- 
sentially negative: no diabetes, no_ tuberculosis, 
no cardiovascular disease or any other chronic ail- 
ment had been reported, nor had any one had any 
form of skin disease in the family. 

Past History—In his past history no_ serious 
illnesses of any kind were reported. His only 
previous hospitalization was at the Hotel Dieu 
Hospital in Valleyfield, where he was under a 
surgeon’s care between Sept. 20 and Oct. 24, 1950, 
for a condition similar to the present one but on 
the opposite leg, which was treated by curettage 
and by skin graft. The diagnosis made was ulcer- 
ous mass of the right leg. 

Present Condition—The patient was adauitel 
to the St. Joseph Hospital in Lachine for this 
gangrenous mass, and for no other complaints. 
The report to follow is an observation and almost 
daily study of this patient for a full year, from 
May, 1954, to May, 1955. 

Subjective Examination—There were no com- 
plaints other than those affecting the skin. 

Objective Examination—On examination the left 
leg from the knee to the ankle presented a tumor 
covering the entire anterior portion, granulom- 
atous in appearance, with an irregular surface, 
spongy in consistency, with an advancing border 
of multiple abscesses. On the right leg were two 
irregular oval scars resulting from the lesions and 
a former graft. The patient also presented an area 
2 in. by 2 in., circinated, on the right area of the 
lower back. The lesions on the left leg and back 
dated back six months before this present hos- 
pitalization. 
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Lesions of left leg. 


Differential Diagnosis.—The following diagnoses 
were entertained: (1)- tertiary syphilis; (2) deep 
mycoses (blastomycoses); (3) tuberculoderma; 
(4) bromoderma; (5) neoplasm; (6) lymphoblas- 
toma. : 

Shortly after his admission the Wassermann and 
Kahn tests were done, and they were repeated 
four times on different occasions and found nega- 
tive. The bacteriological examination both direct 
and by culture revealed no specific organism ex- 
cept those that are usually found as secondary 
invaders in a long-standing skin condition. The 
search for the Koch bacillus was done directly 
and by guinea-pig inoculation, and results were 
reported negative. At a later date the Koch bacillus 
was searched for by a different laboratory, and 
results were again reported negative. The tuber- 
culin patch test was also reported negative. Now 
fungi both superficial and deep were searched for, 
and they were not found after the culture was 
observed for several months. 

Not satisfied with the result of our own labora- 
tory, we sent the patient to Dr. Blank, who is an 
outstanding authority on mycoses, and he reported 
no deep mycosis and again no Koch bacillus. Soon 
after the patient’s admission x-rays of the bones 
of both extremities were done and were reported 
June 1, 1954 as normal. 

Bromoderma was eliminated, since there was no 
indication of any injection in his history, and no 
bromides were used while he was under observa- 
tion in the hospital for a period of at least six 
months. Bromide determination was negative. 

Now since tertiary syphilis, tuberculosis of the 
skin, deep mycoses, and bromoderma were elimi- 
nated, the only diagnosis left. that seemed plausible 
among the growths was either a neoplasm or some 
manifestation of lymphloblastoma, and consequently 
I called for the assistance of an internist to further 
delve into the problem. Biopsies of the skin on 





the back and leg were done in June of the same 
year, and they were repeated on the leg in the 
fall of the same year, and the specimens were sent 
to the Jewish General Hospital and to the New 
York Skin and Cancer Unit for further opinion. 

The following are the detailed pathological re- 
ports submitted by Dr. M. Simon, at the Jewish 
General Hospital in Montreal. 

Skin of leg: Sections taken through block num- 
bered 6310 reveal a number of irregularly shaped 
polypoid fragments of tissue, many of which are 
completely covered on all aspects by a thick layer 
of keratinized stratified squamous epithelium. Other 
fragments are covered on several surfaces but not 
all surfaces. The epithelium is of stratified squa- 
mous type and is covered by a large amount of 
keratohyaline material as well as parakeratotic 
epithelium. There is sharp demarcation between 
the surface epithelium and the connective tissue 
cores of the polypoid masses. The connective 
tissue cores of these polypoid masses are irregu- 
larly edematous and are diffusely infiltrated by ex- 
tremely large numbers of plasma cells, small 
numbers of lymphocytes,. and rare polymorpho- 
nuclear leucocytes of neutrophilic type. In a num- 
ber of situations small numbers of phagocytes 
containing golden brown pigment, presumably old 
blood pigment, are seen. In a few: situations, also, 
occasional multinucleated giant cells of foreign- 
body type are noted within the inflammatory exu- 
date. In one or two situations moderate edema of 
the surface epithelium is encountered and small 
numbers of polymorphonuclear leucocytes infiltrate 
into the surface epithelium, and in some situations, 
indeed, the surface epithelium is covered by a layer 
of inflammatory cells consisting predominately of 
polymorphonuclear leucocytes. No specific arrange- 
ment of the exudate is noted, and no foci of ne- 
crosis are seen, nor is the exudate sufficiently 
variegated to warrant interpretation other than an 
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inflammatory process. In all of the fragments 
studied, no accessory skin structures are seen. 

Diagnosis, leg: Arborescent squamous cell papil- 
loma, the seat of severe subacute inflammation. 

Skin of back: Section taken through the block 
numbered 6756 reveals a small fragment of skin 
which is covered on one surface by a thin layer 
of slightly keratinized stratified squamous epithe- 
lium. In some situations the epithelial pegs are 
absent, and the epithelium rests directly upon the 
relatively dense underlying dermis, in which no 
accessory skin structures can be identified. The 
dermis is compact and hyalinized and contains a 
number of small focal areas of inflammatory in- 
filtrate consisting of compressed small round cells. 
In the deeper layers of the biopsy specimen a 
number of sweat glands are encountered, and 
these appear to be definitely compressed by sur- 
rounding dense fibrous connective tissue of the 
dermis. 

Diagnosis, back: Fibrosis of skin, consistent with 
a clinical diagnosis of scleroderma. 

The internist found no objective findings on ex- 
amination of lung fields, and ECG revealed nothing 
specific; urinalyses were negative, blood sugar 
was normal, and the only revealing factor was an 
anemia which was like the pernicious type. The 
internist felt that a specialist on peripheral vascular 
disease should be consulted. The specialist re- 
ported no vascular disease. 

It should be mentioned that from May until 
September the patient had every conceivable non- 
specific type of therapy, with no change in the 
picture; for example, he had x-ray therapy, vita- 
mins, antibiotics, and cortisone. The latter gave 
a very temporary arrest of the process. 

Dec. 20, 1954, the patient was presentéd at the 
Montreal Dermatological Society for diagnosis 
with the above history and findings. It was sug- 
gested that this was a form of pyoderma and that 
curettage and graft should be tried. 

The patient was operated on after readmission 
by an orthopedic surgeon. At the same time a 
urologist was called in because the patient started 
to complain of low back pain. The urologist re- 
ported no findings. 

Bence Jones protein in the urine was reported 
negative, but on reexamination in January, 1955, 
it had become positive. There was hyperprotein- 
emia and the sedimentation was elevated. 

The leg was curetted and showed some promise 
of healing without a graft. The gangrenous ma- 
terial was again sent for study of pathology. 

In January, 1955, the internist, the orthopedist, 
and I decided that the added symptoms—(1) low 
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back pain; (2) anemia like the pernicious type; 
(3) gradual weight loss; (4) hyperproteinemia; 
(5) Bence Jones protein; (6) elevated sedimenta- 
tion rate—called for the possibility of a diagnosis 
of some form of blood dyscrasia or neoplasm, and 
the following things were done. X-rays of all 
the bones and a bone biopsy were done. A sternal 
puncture was done, but it was unsuccessful. After 
the x-ray findings an additional sternal puncture 
was thought dangerous because of the possibility 
of a spontaneous fracture of the sternum. Follow- 
ing is a résumé of the x-ray findings and the bone 
pathology. 

X-ray department, St. Joseph Hospital: Lesions 
of the bones with the characteristic punched-out 
appearance and typical of very extensive multiple 
myeloma. 

Pathological department, Jewish General Hos- 
pital: Bone marrow showing plasma-cell infiltra- 
tion, consistent with a clinical diagnosis of ‘“‘plasma- 
cell myeloma.” 


Conclusion 


The salient features found in the pres- 
ent case which are accepted as diagnostic 
of multiple myeloma were as follows: 

. Sex, male 

. Age, over the fourth decade 

. Low back pain 

Anemia 

. Bence Jones protein in urine 

. Typical x-ray findings 

. Increased sedimentation rate 

. Hyperproteinemia 

. Increased blood calcium 
10. Tuberculin patch test negative 
11. Typical bone pathology 

In addition, there is the nonspecific derm- 
atological lesion herein described, which 
seemed to introduce the multiple myeloma 
and therefore must be kept in mind when 
making a differential diagnosis. 
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Diabetes andl Prontasis 


SMITH H. GIBSON, M.D. 
and 
HAROLD O. PERRY, M.D., Rochester, Minn. 





We have noted frequently that psoriatic 
patients either have diabetes or else have 
close relatives with that condition. We have 
also gained the clinical impression that 
psoriatics, like diabetics, are frequently 
overweight. We wondered, therefore, if 
psoriasis and diabetes might have a common 
metabolic denominator. If such were the 
case, then exhaustive histories relative to 
either or both conditions in families should 
indicate such a relationship. Furthermore, 
a comparison of the actual with the ideal 
weights of psoriatics might give some sup- 
portive evidence to the clinical impression 
that psoriatics are overweight. 

A review of pertinent literature reveals 
conflicting opinions on the relationship of 
psoriasis and diabetes. Reports by Wiener,} 
Nagelschmidt,?_ Pick,? . and Greenwood * 
would indicate a positive relationship, while 
studies of Throne and Myers,® Reiss,® 
Gans,’ Buschke and Curth,® Fisher,® Rost,!° 
and Beek #4 are either inconclusive or else 
indicate no significant relationship between 
psoriasis and diabetes. 

We found no studies on the relationship 
of psoriasis and diabetes from a strictly 
family history standpoint or any reports 
dealing with the weights of psoriatics as 
compared with patients with other derma- 
toses. Therefore, it was decided to (1) de- 
termine the incidence of diabetes in families 
of psoriatics; (2) compare the weights of 
psoriatics both with their ideal weights and 
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with the weights of patients with other 
dermatoses; (3) determine if psoriasis and 
diabetes come from the same side of the 
family tree; (4) do a genetic analysis of 
the historical information, provided pre- 
liminary study of the data appeared sig- 
nificant, in an attempt to see if both dis- 
eases are inherited in a similar manner. 


Material and Methods 


Finding that a review of routine histories of 
psoriatic patienis seen in the past did not yield 
all the information required for this special study, 
we took complete family histories of 29 consecutive 
patients admitted to the hospital specifically for 
treatment of psoriasis. Careful note was made 
as to whether or not psoriasis or diabetes occurred 
in grandparents, parents, uncles, aunts, brothers, 
sisters, and children. Each individual was re- 
corded as having the condition, as not having 
the condition, or as having a status unknown to 
the patient. Actual weights were recorded on 
admission, and these were compared with the pa- 
tients’ average or ideal weights, using height-age- 
sex tables* employed by the Mayo Clinic as stand- 
ards. As a control series, careful histories were 
taken, relative to diabetes in the family, from 27 
consecutive patients admitted for treatment of 
dermatoses other than psoriasis. Actual admission 
weights of these patients were recorded, as were 
their ideal weights, according to their sex, age, 
and height, from the aforementioned tables. 


Results 


A. Twenty-Nine Patients with Psoriasis 

1. Age range was from 10 to 76 years; 
13 were male, and 16 were female; duration 
of psoriasis was from 1 month to 29 years. 

2. Two patients had diabetes and psoriasis. 

3. Five patients gave a family history of 
both psoriasis and diabetes. 

4. Nine patients gave a history of dia- 
betes in the family. 

5. Eleven patients gave a history of 
psoriasis in the family. 


* References 12 and 13. 
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6. Ten patients were more than 10% 
overweight for age, sex, and height. 

7. Fourteen patients were within 10%, 
plus or minus, of ideal weights. 

8. Five patients were more than 10% 
underweight for age, sex, and height. 

9. Of the five cases with family histories 
of psoriasis and diabetes (a) in one case 
the two conditions occurred on the same 
side of the family; (b) in one case the two 
conditions occurred on different sides of 
the family; (c) in three cases it could not 
be determined if the two conditions came 
from the same, different; or both sides of 
the family. 

10. Patients varied in quality of history 
they could give in respect to definite knowl- 
edge of presence or absence of the two 
conditions in their families: (a) Sixteen 
patients (55%) could give definite infor- 
mation from more than three generations; 
(b) thirteen patients (45%): could give 
definite information from three or less 
generations. 

B. Twenty-Seven Control Patients 

1. Age range was from 16 to 80 years; 
11 were male and 16 were female. 

2. No patient had diabetes. 

3. Seven patients gave a history of dia- 
betes in the family. 

4. Twelve patients were more than 10% 
overweight. 

5. Thirteen patients were within 10%, 
plus or minus, of ideal weights. 

6. Two patients were more than 10% 
underweight. 

7. Patients varied in quality of history 
they could give in respect to definite knowl- 
edge of presence or absence of diabetes in 
their families: (a) Seventeen patients 
(63%) could give definite information from 
more than three generations; (b) ten pa- 
tients (37%) could give definite informa- 
tion from three or less generations. 


Conclusions 


It appears from this study that (1) there 
is no appreciably greater incidence of dia- 
betes in families of psoriatics than prevails 
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in families of patients with other derma- 
toses; (2) psoriatics are no more, and per- 
haps less, prone to being overweight than 
patients with other dermatoses; 
genetic analysis of our material is not indi- 
cated, inasmuch as there appears to be no 
appreciably greater incidence of diabetes in 
families of psoriatics than prevails in fam- 
ilies of the controls; (4) only slightly more 
than half of our psoriatic patients could 
give definite information as to whether 
either psoriasis or diabetes has occurred in 
more than three generations of their 
families; (5) we see no reason to presume 


_ that psoriasis and diabetes are related. 


Dr. Kaare Getz translated material from the 
German. 
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Yeast Unhrovaginitis 


OTIS F. JILLSON, M.D. 
and 
JOHN S. LYLE, M.D., Hanover, N. H. 





A study was carried out on 200 cases of 
vulvovaginitis, in 50 of whom, or 25%, the 
etiologic agent was yeast. It is these cases 
that form the basis for this paper. 


Diagnosis 


The diagnosis of yeast vulvovaginitis can 
be made clinically in over 90% of cases. 
The patient presents herself with severe 
pruritus vulvae of short duration. The 
itching is so intense that she seeks aid as 
soon as possible. It is stated in recent der- 
matologic literature that the skin of the 
perineum and perianal area is nearly al- 
ways involved in association with the vag- 
irpal disease.1 When found, these lesions 
are diagnostic, appearing as small, flaccid 
vesiculo-pustules—like balloons partially de- 
flated. They are filled with a whey-like ex- 
udate and located around the vulva or on the 
upper inner thighs; however, in this series 
skin manifestations were rare. In our study 
the patients were first seen by the gynecol- 
ogist because of vulval itching; thus, it 
appears that yeast vulvovaginitis may or 
may not be associated with skin lesions 
of moniliasis, the percentage depending 
upon the type of specialist first consulted. 

One must use a vaginal speculum to make 
the diagnosis, and this should be done in 
all patients complaining of pruritus vulvae 
even though there are no cutaneous lesions 
of moniliasis. The characteristic clinical 
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Its Successful Treatment with Nystatin (Mycostatin) 


picture consists of white flecks or cheesy 
material found in the vagina and on the 
cervix, either loosely or firmly adherent to 
the mucosa. This material is used to verify 
the clinical diagnosis. It is removed by a 
cotton applicator, smeared on a slide, and 
covered with either water, saline, or po- 
tassium hydroxide. The important thing is 
to press down on the cover slip and then 
examine it at once. This will immediately 
reveal the diagnostic fungus filaments 
(Figure). We disagree with those investi- 
gators who say that the saline hanging-drop 
method is the method of choice for the diag- 
nosis of yeast vulvovaginitis.” 

It is necessary to see the pseudohyphae 
as well as the budding cells. Yeast cells, 
alone, without filaments, will culture out 
nonpathogenic Cryptococcus or Saccharo- 
myces, which can be normal inhabitants of 
the vaginal flora. Cultures are not necessary 
and may be misleading. Three species of 
Candida can produce vulvovaginitis: albi- 
cans, stellatoidea, and tropicalis; thus, it is 
not necessary to culture on corn meal and 
look for the chlamydospores that signify al- 
bicans infection. 

Differential Diagnosis 

In Trichomonas vaginitis, burning is the 
chief complaint. Itching may or may not 
be present. With the yeast infection, itch- 
ing is always present, usually being worse 
before the merses and showing some im- 
provement during the menses; whereas in 
Trichomonas infestation burning is worse 
after the menstrual flow. The pH of the 
vagina as determined by Nitrazine paper 
is around 4 in moniliasis and around 6 in 
Trichomonas infection. Odor and a foamy 
discharge are characteristic of the latter. 

If yeast vulvovaginitis is strongly sus- 
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A, fleck from vagina. B, same area immediately after pressing down on slide. 


pected on the basis of these findings but 
cannot be verified by the clinical picture or 
potassium hydroxide preparation, stop all 
previous treatment, especially the use of a 
douche. Examine several days later, and 
usually the clinical impression will be cor- 
rect. 


Clinically, Trichomonas vaginitis is char- - 
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acterized by a mottled, edematous appear- 
ance of the upper vagina and especially the 
cervix, but it is to be noted that concurrent 
infection of yeast and Trichomonas occurs 


in 5%-10% of cases. On occasion it will 


be necessary to do bacteriological studies | 
in order to evaluate properly the possibility | 
of a bacterial vulvovaginitis. 
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YEAST VULVOVAGINITIS 


Some Features Differentiating Yeast from 
Trichomonas Vulvovaginitis 








Yeast Trichomonas 





Itching Burning 





Worse before menses Worse after menses 











pH 4+ pH 6+ 
Odorless Purulent discharge 
Comment 


In order to treat yeast vulvovaginitis suc- 
cessfully, the following facts are presented: 

(a) The male on rare occasions is the 
primary source of yeast vulvovaginitis, in 
which case he may be a diabetic. Usually, 
as stated by Waisman,’ he is the recipient 
of genital moniliasis from his sexual part- 
ner and then serves to keep the disease in 
the family by the process of “ping-pong- 
ing.” When the male is the recipient of the 
disease from his sexual partner, the usual 
finding is erythema of the glans near the 
urethral opening, associated with itching, 
but no characteristic cutaneous lesions of 
moniliasis are noted. Since this is primar- 
ily a urethritis, the best way to obtain the 
yeast organism is to culture the first few 
drops of urine. Smears tend to be negative. 
However, when genital moniliasis occurs in 
the male diabetic, there are extensive clas- 
sical cutaneous lesions. It is then easy to 
demonstrate the yeast organisms in direct 
preparation from these lesions. 

(b) It is important to know that the 
yeast organisms causing vulvovaginitis are 
not normal inhabitants of the vagina. Con- 
trary to most investigators, we agree with 
Lewis * and with Swartz} that pathogenic 
Candida are rarely found in the normal 
vagina, especially in the nonpregnant 
woman. The source of infection, therefore, 
is probably the intestinal tract, where path- 
ogenic Candida are normal inhabitants, 


*Lewis, G. M., in discussion on Robinson,’ p. 
649. 

+ Swartz, J. H., in discussion on Robinson,* 
p. 651. 


their number increasing with age so that at 
age 50 the percentage approaches 100. 

(c) Estrogens increase the glycogen con- 
tent in the vagina, favoring the growth of 
the yeast, Therefore, cases may be found 
in older women who. are on _ estrogen 
therapy.* 

(d) Many cases will be found in asso- 
ciation with pregnancy, and it is obvious 
that treatment may have to be prolonged 
here because the high glycogen content of 
the vagina at this time will constantly favor 
reinfection. 

(e) A blood-sugar test performed two 
hours after breakfast may detect latent 
diabetes and thereby the predisposing factor 
of yeast pruritus vulvae. And the male 
diabetic with genital moniliasis must not be 
overlooked. 

(f) If the yeast vulvovaginitis is precipi- 
tated by “mycin” therapy, there will be a 
history first of changes in bowel frequency 
and consistency, with associated pruritus 
ani. After these gastrointestinal complaints, 
then vulvovaginitis may appear in a few 
days, or weeks to months later. 

(g) It is important to mention that yeast 
vulvovaginitis occurs chiefly during the 
child-bearing period. It is extremely rare 
before puberty, when the glycogen content 
of the vaginal cells is low and the pH is 
high, and in the older woman it is rare ex- 
cept when she is on estrogen therapy. 


Treatment 


Since the gastrointestinal tract is the 
probable source for the infection, it is im- 
portant to cut down the yeast population 
there. Formerly, we used enteric-coated 
methylrosaniline chloride (gentian violet) 
tablets, 1 grain (60 mg.) three times a day 
for 10 days, but this drug may be irritating 
to the gastrointestinal tract. At the present 
time we prefer nystatin (Mycostatin) 
tablets, 500,000 units twice a day for 10 
days. Nystatin vaginal tablets are excellent 
to control the vaginal disease. One tablet 
is inserted in the vagina twice a day for 
two weeks, and thereafter one tablet daily 


491 








for another week or two depending on the 
course of the disease. This combined form 
of therapy, that is, the use of nystatin 
orally and in the vagina, has proved far 
superior to the previous treatments using 
the various fatty-acid preparations and 
methylrosaniline chloride. 

In the treatment of the vaginal disease, 
the patient should be warned to expect sore- 
ness and pain in a day or so after the treat- 
ment is instituted. This is probably due to 
the dissolution of the yeast curds, leaving 
raw eroded areas. This intensification of 
symptoms right after treatment is started is 
so common that it is almost diagnostic of a 
yeast infection of the vagina and does not 
indicate sensitivity to the therapy or that it 
should be discontinued. 

For the treatment of the cutaneous 
lesions, a lotion can be prepared as de- 
scribed by Osbourn * by dissolving 3 tablets 
of nystatin (500,000 units) in 2 oz. (60 
cc.) of shake lotion. Another satisfactory 
treatment for the cutaneous lesions is the 
use of 3% salicylic acid in 30% isopropyl 
alcohol. It is almost always effective. Its 
only disadvantage is that during the first 
day or two of treatment it produces quite 
a bit of discomfort from its local action. 

In the treatment of the male, circumcision 
may be necessary in the severe diabetic; 
otherwise, soaking the penis in 0.125% 
silver nitrate solution is invariably effec- 
tive. 
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Conclusion 


The diagnosis of yeast vulvovaginitis is 
chiefly clinical. The pruritus vulvae may 
be intense without any cutaneous lesion. Its 
diagnosis is verified by direct microscopic 
examination of vaginal material. Cultures 
are unnecessary and may be misleading, 
especially during pregnancy. In the treat- 
ment of the disease it is necessary to lower 
the number of yeasts in the intestinal tract, 
as this is a constant focus for reinfection 
of the vagina. Nystatin, both orally and 
locally in the vagina, is the treatment of 
choice today for this disease. 

Finally, it is worth mentioning that there 
are three endogenous fungi: Candida, Acti- 
nomyces, and Geotrichum. They are part 
of the normal flora. Each requires an ac- 
tivating stimulus to become pathogenic. Ob- 
viously, this precipitating factor must be 
considered in treatment. 
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A Clinical and Experimental Study Under Physiological 


Condition and Atter Therapy 
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In recent years, much clinical interest has 
centered on the-cyclic variations that char- 
acterize menstrual activity. Particular at- 
tention has been focused on the so-called 
premenstrual “tension state,” which is 
characterized by a number of symptoms, 
including anxiety and depression or irri- 
tability and restlessness, insomnia, vertigo, 
marked changes in thirst, appetite, and sex- 
ual desire, pain and swelling of the breasts, 
abdominal bloating, backache, leg cramps, 
asthmatic episodes, and migraine and 
other types of headaches.* As is well 
known, these symptoms progressively in- 
crease in severity during the week to 10 
days preceding the menstrual flow, only 
to greatly diminish in severity or to disap- 
pear with the onset of the menses. 

Concomitantly, physicians have often ob- 
served a moderate degree of fluid retention 
demonstrable by a variable weight gain and, 
on occasion, manifest as clinical edema. On 
the premise that some of the disturbances 
characteristic of premenstrual tension are 
related to fluid retention, diuretics such as 
ammonium chloride have commonly been 
used to prevent or treat such symptoms. 
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In addition to premenstrual tension 
proper,:it has also been frequently noted 
that certain other disorders are prone to 
exacerbations during the premenstrual 
phase of cycle. Thus, migraine and epilepsy 
have been described as more difficult to con- 
trol during this period. It is well known 
that almost 75% of female patients with 
acne vulgaris complain of a premenstrual 
flare, while many other dermatoses, such as 
atopic dermatitis, chronic urticaria, and in- 
terdigital dermatitis, exhibit similar exacer- 
bations in some persons. 

Little definitive experimental work has 
been carried out to formulate a rational 
basis for the explanation of such phenom- 
ena, due largely to the necessity for long- 
term observations and _ the __ inevitable 
difficulties in maintaining satisfactory con- 
trol conditions. One tissue which does, 
however, lend itself well to this type of 
study is the skin, and in recent years there 
has been a renewed interest in the investi- 
gation of the cyclic alterations in this organ, 
stimulated chiefly by three lines of experi- 
mental work. 

Seeberg,® in 1947, first constructed a con- 
trolled study of the wheal resorption rate 
in various states of fluid retention, demon- 
strating that an increased rate of disap- 
pearance of the saline which he employed 
in the tests was associated with increased 
water retention. Ploman, in 1953.4 con- 
firmed these findings and applied them to 
tracing the fluid accumulation during the 
course of normal and pathological preg- 
nancies, such as those in which there is 
toxemia. In a smaller group of nonpreg- 
nant females he tested the differences which 
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might exist at ovulation and menses, show- 
ing that the latter time appeared to be as- 
sociated with water retention also. 

In 1922, Hagen® first noted the varia- 
tions in caliber of the nailfold capillaries 
under the capillary microscope during the 
menstrual cycle, with vasoconstriction im- 
mediately premenstrually. Sixteen years 
later, Brewer ® measured capillary fragility 
by the negative-pressure method and con- 
firmed these observations. 

Commencing in 1943, a series of investi- 
gations was carried out on the variations 
in the anatomy and physiology of the seba- 
ceous glands during the ovulation cycle. 
Since most of these studies were done on 
mice rather than human beings, clinical gen- 
eralizations unfortunately could not be es- 
tablished. Ralli and Graef and Hollander 
and Schmitt,} and later Forbes,® traced the 
anatomical alterations seen in skin append- 
ages after prolonged therapy with estrogens 
and progesterone, showing the depression 
in the activity especially of the sebaceous 
glands with continued administration of 
high doses of estrogens and the stimulation 
to gland growth following progesterone in- 
take. All these results, while suggestive, 
have not yet been sufficiently confirmed in 
man to be used as a basis for any, hypothe- 
ses of sebaceous gland variations. 

Based on the principles outlined by these 
three sets of observations, the present study 
was designed to explore the nature of cer- 
tain variations during the human menstrual 
cycle by means of four different techniques : 
(a) Measurement of wheal resorption time 
after the intradermal injection of hyaluroni- 
dase and normal saline; (b) measurement 
of wheal size, with its rate of appearance 
and disappearance after the intradermal in- 
jection of histamine; (c) measurement of 
the size and rate of disappearance of the 
flare associated with the histamine injection, 
and (d) measurement of sebaceous gland ac- 


tivity by means of filter-paper prints ex- - 


posed to osmic acid vapor. 
In addition to studying the variations in 
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results obfained by these techniques during 
different phases of the menstrual cycle, we 
also investigated the effect on these results 
of two medications commonly used to treat 
the premenstrual tension syndrome. 


Methods 


A total of 60 patients were included in this study, 
Fifty of these were premenopausai females who 
complained of recurring symptoms typical of 
premenstrual tension and suffered from derma- 
toses which manifested typical premenstrual ex- 
acerbations. These included 40 cases of acne 
vulgaris, three of chronic urticaria, two of. inter- 
digital dermatitis, four with atopic dermatitis, and 
one of psoriasis. Ten patients served as controls— 
five postmenopausal women, normal in_ every 
respect, and five males, two of whom had acne 
vulgaris. 

Ages ranged in groups from 11 to 20 years 
(17 patients), 21 to 30 years (31 patients), 30 
to 40 years (7 patients), and 50 to 60 years (5 
patients). 

In all cases, daily basal temperatures were 
recorded and body weights noted every second 
day. Daily observations, both subjective and ob- 
jective, were made with regard to the condition 
of the dermatosis and the general state of the 
patient, with particular emphasis on emotional 
status. 

The various types of skin tests were performed 
at weekly intervals as follows: 

(a) Hyaluronidase, containing 5 T. R. U. units in 
0.1 ml. of isotonic saline, but since the two tests 
required for disappearance of the wheal thus 
produced was noted and recorded as the “resorp- 
tion time.” A -similar test was performed with 
0.1 ml. of isotonic saline, but since the two tests 
gave comparable results, this latter test was 
omitted in the last 22 patients. 


(b) 0.1 ml. of a 1:100,000 histamine solution was | 


injected intradermaliy, and measurements of the 


rate of appearance and disappearance of the wheal, | 


together with the time of persistence of the ac- 
companying flare were noted and recorded. The 
results of these three techniques were interpreted 
as follows: 

The rates of resorption of the two skin wheal 
tests served as indices of fluid retention by the 
skin; the tendency to retain fluid was reflected 
by faster wheal resorption. 

The rate of disappearance of the histamine 
flare was utilized to evaluate capillary reactivity. 

(c) In 48 cases the activity of the sebaceous 
gland was estimated as follows: The skin of the 
forehead was cleaned using water and ether. Ten 





minutes later 1 sq. in. of filter paper (Whatman's 
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CUTANEOUS CHANGES—MENSTRUAL CYCLE ‘ 


#42) was applied to the area with even pressure 
and allowed to remain in contact with the skin 
for ten minutes, at the end of which it was re- 
moved and suspended for two minutes in the vapor 
phase of a closed jar containing 2.5% aqueous 
solution of osmic acid. The paper was then re- 
moved and air-dried. For comparative results the 
tests were repeated 24 hours later. The degree 
of sebaceous gland activity was estimated visually 
by the intensity of blackening of the paper.” In the 
case of all four of the above described skin tests it 
was considered that significant alterations were 
obtained only if the values just before menses 
were less than half the figures obtained at ovula- 
tion or midcycle (Fig. 1). The two medications 
whose effect on the cyclic variations were studied, 


two tablets, three times a day, beginning 10 days 
before the anticipated date of onset of menses 
and continuing daily until the menstrual flow ap- 
peared. By this schedule, each patient received 
30 grains (2 gm.) ammonium chloride per day 
during administration of either the Pre-mens or 
the plain ammonium chloride tablets. In no in- 
stance were patients aware oi the difference in 
identity of the various tablets given them. 

The study was performed as follows: The pa- 
tients were observed clinically during a period of 
several months while the various skin tests were 
also being performed. This preliminary period 
served to delineate the characteristic behavior of 
the patients during each month in regard to any 
alterations in: (a) basal temperatures (ovula- 
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Fig. 1—This chart illustrates, in 


the upper row, the variation in sebaceous gland activity during the 


menstrual cycle, demonstrated by the osmic acid test. The remaining two rows depict the effect pro- 
duced by two forms.of therapy. The numbers refer to (1) the time of ovulation, (2) one week pre- 
menstrually, (3) onset of menses, and (4) one week postmenstrually. 


were Pre-mens{ and ammonium chloride, each 
administered as enterie-coated tablets indistinguish- 
able in appearance from one another. During at 
least one cycle, the patients also received a placebo 
whose appearance could not be differentiated 
from that of the other two tablets. Pre-mens, 
ammonium chloride, and placebo were admin- 
istered according to a uniform dosage schedule: 


tEach Pre-mens tablet contains the following’: 
Ammonium chloride 5.0 grains (300 mg.) 
Homatropine methylbromide 0.5 mg. 
Caffeine alkaloid 0.5 grain (30 mg.) 
Thiamine hydrochloride 


(vitamin B:) 2.0 mg. 
Riboflavin (vitamin Be) 1.0 mg. 
Pyridoxine hydrochloride 

(vitamin Bz) 0.5 mg. 
Calcium Pantothenate 1.0 mg. 
Nicotinamide (niacinamide) 5.0 mg. 
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tion) ; (b) emotional behavior (premenstrual ten- 
sion); (c) status of dermatosis, and (d) response 
to skin tests. 

Following this preliminary period of study, the 
effect of the various medications was observed 
according to the following schedule: first month, 
no medication (control period); second month, 
Pre-mens; third month, placebo; fourth month, 
ammonium chloride. 

In 28 patients, the same sequence of tests was 
repeated, so that these were observed for a period 
of eight months in all. 


Results 


Since detailed consideration of all data 
would be space-consuming, the results are 
summarized as follows. 

1. Basal Temperature Records.—During 
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the control periods, 45 of the 50 test pa- 
tients exhibited cyclic alterations of tem- 
perature, coinciding with particular phases 
of the menstrual cycle. In these 45, a fall 
in temperature, indicative of ovulation, was 
noted approximately halfway through the 
cycle, while a rise preceded the onset of 
menses by one or two days. Five other 
patients failed to exhibit this cyclicity in 
all months, suggesting a series of anovula- 
tory cycles. Four of these were under 20 
years of age. Of the 10 control patients, 
none exhibited any cyclic variations in tem- 
perature. 

Neither Pre-mens, ammonium chloride, 
nor placebo produced any alterations in the 
cyclic variations of temperatures described 
above. 

2. Weight Gain—During the control pe- 
riods, an average weight gain of 5.4 Ib. was 
noted in the 50 premenopausal patients just 
prior to the onset of menses, and admin- 
istration of a placebo failed to alter this 
weight gain significantly. In those cycles 
during which Pre-mens was given, the 
weight gain was reduced to 0.6 Ib. A sim- 
ilar reduction in weight gain was noted 
when ammonium chloride alone was taken. 

3. Premenstrual Tension.—During the 
control periods, all of the 50 test patients 
exhibited cyclic variations in their emotional 
state, energy, and work capacity. In gen- 
eral, these conformed to those previously 
reported during the premenstrual or post- 
ovulatory phase of the cycle and character- 
ized as typical of premenstrual tension. The 
degree of these changes varied with the in- 
dividual patient. Of the 10 control patients, 
neither the group of 5 males nor that of 
the 5 postmenopausal females showed such 
cyclic variations. 

During the period of placebo administra- 
tion no significant change in these cyclic 
disturbances was noted. 

However, the symptoms of premenstrual 
tension in the 50 test patients improved 
markedly during treatment with Pre-mens. 
All but 8 improved on Pre-mens therapy, 
33 remarkably so. Of those eight who 


496 


A, M. A. ARCHIVES OF DERMATOLOGY 


failed to exhibit improvement, five were 
apparently anovulatory. 

Treatment with ammonium chloride alone 
resulted in excellent relief in 12 cases, mod- 
erate relief in 26, and no improvement in 
12. 

4. Status of Dermatoses——During the 
control periods, all of the 50 tes: patients 
who suffered from various dermatologic 
disorders manifested a regularly recurring 
cyclic variation in the degree of involve- 
ment of their dermatoses which corre- 
sponded quite accurately with the phase of 
their menstrual cycle. In general, this varia- 
tion was characterized by a gradual increase 
in severity of the lesions, commencing with 
the beginning of the latter half of the cycle. 

Following menses the lesions regressed 
and remained in a static condition through- 
out the. first half of the cycle. These 
changes were observed even in those’ five 
cases who appeared’ to have anovulatory 
cycles, although it was felt that there was 
less variation in twd of those. 

It is of interest that four of these pa- 
tients with anovulatory cycles were among 
the group of severest acne vulgaris, a find- 
ing which is difficult to reconcile with the 
thesis of an etiological role of progesterone 
in acne. The five male patients with acne 
vulgaris failed to show any alteration of a 
cyclic nature, The remaining seven females, 
who served as controls for this aspect of 
the study, had no evidence of dermatosis, 

The administration of.a placebo did not 
significantly affect the periodicity of these 
variations in severity of the dermatoses. 

Pre-mens prevented the premenstrual ex- 
acerbation of their dermatoses in 40 of the 
50 patients in whom this phenomenon had 
previously been noted. Twenty-eight mani- 
fested an excellent, and twelve a moderate 
degree exhibition of the premenstrual ex- 
acerbation. The 10 patients who derived no 
benefit from Pre-mens included the 5 ano- 
vulatory cases. 

Ammonium chloride abolished or miti- 
gated the premenstrual flares of the derma- 
toses in 34 instances and appeared therefore 
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somewhat less efficacious than Pre-mens. 
The relatively small number of cases did 
not permit a statistical proof that the dif- 
ferences in action were relevant and not 
due to chance. 

5. Hyaluronidase Wheal-Resorption 
Rates.—Within the group of 50 female test 
patients, 37 exhibited regularly reproduced 
cyclic variations during the control periods 
in the wheal-resorption rate as here tested. 
These alterations consisted in a marked in- 
crease in the rate of resorption just prior 
to menses, as compared with a slower re- 
sorption rate at ovulation. In about 
two-thirds of the cases, a faster wheal re- 
sorption was already detectable one week 
premenstrually; after menses, there was 
noted a rapid return to a value comparable 
to that at the midcycle. Thirteen patients, 
including the five anovulatory ones, failed to 
exhibit significant alterations in resorption 
rates. The 10 control patients demonstrated 
no such variation, and the resorption rates 
obtained after successive tests were always 
reproducible. The results described above 
completely paralleled those obtained from 
use of the saline wheal-resorption tests. 

The results obtained during the period 
of placebo administration were not materi- 
ally different. Thus, 35 of the 50 test pa- 
tients continued to demonstrate the same 
cyclic alterations described above. 

However, only six including the five an- 
ovulatory cases continued to do so during 
therapy with Pre-mens. The results ob- 
tained with ammonium chloride alone were 
similar. In other words, when patients 
were treated with Pre-mens or ammonium 
chloride, the wheal-resorption rates tended 
to remain constant during the entire cycle. 

6. Histamine Wheal-Resorption Rates.— 
During the control period, 40 of the group 
of 50 premenopausal females revealed 
cyclic variations when tested by this tech- 
nique. These changes consisted of the more 
rapid appearance of a larger wheal at the 
time of menses with a subsequent faster 
tate of its disappearance. These findings 
are in contrast to those seen at the time of 


ovulation, where a smaller wheal appears 
which disappears more slowly. Here, again, 
one week premenstrually, a measurable al- 
teration in the appearance of the wheal 
and resorption rate was readily observed in 
most cases. 

Of the 10 other premenopausal patients 
who failed to reveal such cyclic changes, 
5 had an atopic dermatitis, while 4 ap- 
peared to be in anovulatory cycles at the 
time of testing. The 10 control patients 
failed to exhibit any alterations in wheal 
characteristics or resorption rates as tested 
during successive weeks. 

Treatment with the placebo did not ma- 
terially affect these results. However, dur- 
ing treatment with Pre-mens, only four pa- 
tients continued to exhibit these cyclic 
alterations. Treatment with ammonium 
chloride gave similar results. That is, dur- 
ing treatment with these drugs, responses 
to the histamine tests remained constant in 
all but four patients during the eight con- 
secutive weeks of testing. 

7. Duration of Histamine Flare.—Thirty 
of the test group of fifty manifested reg- 
ularly recurring variations both in size and 
duration of the flare, but most particularly 
in the latter—with a more rapid disap- 
pearance of the flare at the time of menses 
and its persistence at ovulation. One patient 
with atopic dermatitis at no time had a flare 
associated with her histamine test. Four 
anovulatory patients maintained relatively 
constant values throughout the entire cycle. 
While the remainder of the group showed 
occasional alterations in the values obtained, 
these variations did not follow any regular 
pattern, and it was our thought that they 
appeared to be more closely associated with 
emotional changes. The 10 control patients 
showed no typical alteration in response. 

Administration of the placebo failed sig- 
nificantly to alter the cyclicity of these re- 


§ With regard to the atopics, of the four who 
showed a flare at some time, two lost the flare 
completely at the time of menses, while it returned 
at ovulation. The fourth showed only a narrow 
ring at menses. This is in contrast to the normals, 
in whom the flare was largest at time of menses. 
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sults. Thus, the flare continued to exhibit 
the above described cyclic variations in 28 
patients while on the placebo, However, 
after treatment with Pre-mens, the same 
cyclic variations were observed in only 11 
patients. This was also the case during 
treatment with ammonium chloride. Of 
those that did not respond in this manner 
to these drugs, three had atopic dermatitis, 
two of whom showed no flare at any time 
and two of whom were anovulatory. 

Interestingly enough, all of the eight pa- 
tients who failed to exhibit improvement 
in premenstrual tension while on Pre-mens 
are included in this same group in whom 
the drug likewise failed to induce any 
changes in the cyclic variations characteriz- 
ing the histamine flare test. 

8. Osmic Acid Test for Sebaceous Gland 
Activity.—Since the method was not avail- 
able initially, only 49 of the total of 60 pa- 
tients were tested by this means, and of 
these it was shortly discovered that the five 
patients with atopic dermatitis failed to 
show much evidence of sebaceous activity 
at any time. Only 17 cases showed cyclic 
variations of the activity of sebaceous 
glands during the control period. The cy- 
clicity was abolished by Pre-mens therapy 
in five instances and by ammonium chlo- 
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Fig. 2—This chart correlates the variations in 
clinical state and cutaneous reactivity during the 
menstrual cycle. 


498: 


A. M. A. ARCHIVES OF DERMATOLOGY 


ride in three cases, while placebo adminis- 

tration did not alter the cyclicity at all. 
The results of the various studies during 

the control period are summarized in Fig- 


ure 2, which illustrates the characteristic. 


alterations observed in the premenopausal 
females. As noted above, the control pa- 
tients failed to exhibit such alterations. The 
Tables summarize the effect of therapy. 


Comment 


This clinical study revealed three signifi- 
cant and clearly defined cyclic variations, 
occurring in the same group of patients, 
which parallel the phases of the menstrual 
cycle. These variations were observed’ in 
(a) the severity of the dermatoses; (b) the 
severity of the “tension state,” and (c) the 
degree of fluid retention by the skin. 

The results clearly demonstrate that 
heightened severity of both the dermatoses 
and the tension syndrome occurs during the 
period of increased fluid retention by the 
skin arfd that all three of these phenomena 
are regularly observed during the postovula- 
tory or premenstrual phase of the cycle. 

In an attempt to determine whether these 
three phenomena are causally interrelated 
or merely concomitants of some underlying 
variation, we investigated the effects on all 
three phenomena of two drugs known to 
reduce fluid retention by their diuretic 
properties. These two drugs were Pre-mens, 
the principle dieuretic component of which 
is ammonium chloride, and ammonium 
alone. The administration of either of these 
medications for 10 days prior to the menses 
successfully prevented premenstrual reten- 
tion of fluid in the skin in about 90% of the 


. cases, as revealed by changes observed in 


the hyaluronidase and histamine wheal-ab- 
sorption tests. In addition, both drugs simul- 
taneously produced a corresponding but 
numerically unequal degree of relief in the 
premenstrual exacerbation of both the 
dermatoses and the tension syndrome in the 
same group of patients. Since the only com- 
mon pharmacologic property of these two 
drugs is their diuretic activity, it would 
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TABLE 1.—Alterations in Clinical State* 





























Improvement of Premenstrual Improvement in 
Form of Therapy Flare of Dermatoses Premens Tension 
Marked Moderate None Marked Moderate None 
Control 0 6 44 3 7 40 
Pre-mens 28 12 10 33 9 8 
Ammonium Chloride 23 ll 16 12 26 12 
| 








showed a si 


TABLE 2.—Alterations in Skin-Test Responses* 


* 50 patients were observed in this study with two exceptions; 34 cases only were tested with osmic acid; 48 cases were studied 


Pp 
with regard to the histamine flare, since 2 patients (atopic) failed to show a flare at any time. The application of the 2X3 x? test 
cant difference between the control group and both the — and ammonium chloride in all group comparisons 


gnifi 
except the osmic acid test (A. J. Phillips, Ph. D., Ottawa, Ont., Canada). 














Hyaluronidase Absorption Histamine Wheal Size 
Form of Therapy and Resorption 
Cyclic Noncyclic Cyclic Noncyclic 
Control 35 15 38 12 
Pre-mens 6 44 + 46 
Ammonium Chloride 6 44 4 46 

















* 50 patients were observed in this study with two exceptions; 34 cases only were tested with osmic acid; 48 cases were studied 
with regard to the histamine flare, since 2 patients (atopic) failed to show a flare at any time. The application of the 2X3 x? test 
showed a significant difference between the control group and both the Pre-mens and ammonium chloride in all group comparisons 


except the osmic acid test (A. J. Phillips, Ph. D., Ottawa, Ont., Canada). 
TABLE 3.—Histamine Flare and Osmic Acid Test* 
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Form of Therapy Duration of Histamine Flare Osmic Acid Test 
Cyclic Noncyclie Cyclic Noncyclic 
Control 28 20 19 15 
Pre-mens 11 37 14 20 
Ammonium Chloride 19 29 16 18 








* 50 patients were observed in this study with two exceptions; 34 cases only were tested with osmic acid; 48 cases were studied 
opien of the 2X3 x? test 


with regard to the histamine flare, since 2 patients (atopic) failed to show a flare at any time. The a) 
showed a significant difference between the control group ani 


both the 


except the osmic acid test (A. J. Phillips, Ph. D., Ottawa, Ont., Canada). 


Taste 4—A Comparison of the Aiterations in the Dermatosis and in “Premenstrual 
Tension” Produced by Therapy (Pre-mens)* 


Pre-mens and ammonium chlori 


e in all group comparisons 























Inhibition of Premenstrual 
Exacerbation 
No. of Degree of Improvement in 
Premenstrual Flare of Dermatosis Cases Premenstrual Tension 
Marked Moderate None 

Marked 28 24 4 0 
Moderate 12 8 a 0 
None 10 0 2 8 











*Note correlation between inhibition of premenstrual flare of dermatoses and improvement of tension after therapy. 
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TABLE 5.—A Comparison of the Alteration in Dermatosis and the Change in Cutaneous 
Reactivity Produced by Therapy (Pre-mens) 










































































Improvement in Premenstrual No. of Rate of Hyaluronidase Absorption 
Flare of Dermatosis Cases Control After Pre-mens 
Cyclic Noncyclic Cyclic Noncyclic 
Marked 23 20 3 2 21 
Moderate 7 4 3 1 6 
None 10 3 7 0 10 
Histamine Reaction 
Control After Pre-mens 
Cyclic Noncyclic Cyclic Noncyclic 
Marked 23 21 2 3 20 
Moderate 7 7 0 1 6 
None 10 1 9 0 10 
Duration of Flare 
Control After Pre-mens 
Cyclic Noncycli¢c Cyclic Noncyeclie 
Marked 23 15 8 7 16 
Moderate 7 5 2 2 5 
None 10 2 8 0 10 
Osmic Acid Test 
Control After Pre-mens 
1. 
Cyclic Noncyclic Cyclic Noncyclic 
Marked 20 ll 9 8 12 
Moderate 7 5 2 4 3 
None 3 1 2 1 2 




















seem justifiable to conclude that fluid re- 
tention is at least partly responsible for the 
symptom-complexes presented by these pa- 
tients during the interval between ovulation 
and menstruation. Those patients who 
manifested the greatest improvements in 
their dermatoses while on therapy also 
showed the greatest relief from their 
premenstrual tension. The amelioration 
of the symptoms was found to _ be 
closely paralleled by the elimination of the 
usual cyclic variations in the test responses, 
particularly those related to fluid retention, 
namely, the hyaluronidase and histamine 
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wheal-resorption tests. In other words, the 
patients who improved clinically in regard 
to their dermatoses and premenstrual ten- 
sion while on therapy were those in whom 
the medications also abolished the otherwise 
observed cyclicity of the wheal-resorption 
tests. Those who failed to improve either 
continued to exhibit local tissue fluid reten- 
tion in spite of therapy or had failed in the 
first place to demonstrate any regular cyclic 
alterations in their skin-test. responses. 
Among this latter group were the two male 
patients and the five women who were an- 
ovulatory during the entire study. All these 
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TABLE 6.—A Comparison of the Alteration in “Premenstrual Tension” and the Change 


in Cutaneous Reactivity Produced by Therapy (Pre-mens) 






























































Improvement in Premenstrual No. of 
Tension After Therapy Cases Rate of Hyaluronidase Absorption 
Control After Pre-mens 
Cyclic Noncyclic Cyclic Noncyelic 
Marked 25 22 3 1 24 
Moderate 7 5 2 2 5 
None 8 1 7 1 7 
Histamine Wheal Size and Resorption 
Time 
Control After Pre-mens 
Cyclic Noncyclic Cyclic Noncyclic 
Marked 25 23 2 1 24 
Moderate 7 5 2 2 5 
None 8 1 7 1 7 
Duration of flare 
Control After Pre-mens 
Cyclic Noncyclic Cyclic Noncyclic 
Marked : 25 20 5 6 19 
Moderate 7 3 4 3 4 
None 8 0 8 0 8 




















Note the correlation between degree of improvement of tension and cyclicity of the three tests. 





Osmic Acid Test 





Control After Pre-mens 


Marked 
Moderate 
None 


21 





Cyclic 


Noncyclic 


Cyclic 


Noncyclic 





13 
3 
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8 
2 
3 
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3 
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12 
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observations are summarized in Tables 4, 5, 
and 6. 

Thus, although these experiments were 
not designed to explain the premenstrual 
accumulation of fluid (which is probably 
the result of an hyperestrogenemia), it is 
apparent that this same accumulation of 
fluid plays an important causative role in 
the exacerbation of dermatoses and the 
tension state observed during the premen- 
strual period. Similar conclusions have 
been reported before now, but were largely 





inferential in nature rather than based on 
a controlled study. 

Two secondary features—namely, capil- 
lary reactivity (studied by the histamine 
flare test) and sebaceous gland function 
(studied by the filter-paper-osmic-acid tech- 
nique)—appeared also to exhibit a cyclic 
behavior, in some instances, corresponding 
to the various phases of the ovulatory 
cycle. However, the correlation was not as 
constant as with fluid retention, nor did the 
medications produce as regularly an effect 
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on the cyclicity. From this, it might be 
concluded that fluid retention per se plays 


no definite role in these physiologic varia-' 


tions. From the fact that they did vary to 
some extent, especially in the case of capil- 
lary reactivity, one might be tempted to 
conclude that these phenomena are second- 
ary to alterations in the emotional state. 

The actual comparative evaluation of two 
medications is always difficult. With regard 
only to their clinical effects, on dermatoses 
and tension states this study shows that Pre- 
mens produced a somewhat greater degree 
of improvement than did ammonium chlo- 
ride alone. On the other hand, Pre-mens 
and ammonium chloride proved equally ef- 
fective in suppressing the premenstrual 
accumulation of fluid, as judged by their 
effects in altering the cyclicity of the hya- 
-luronidase and histamine wheal-resorption 
tests. This apparent discrepancy may be 
explained as follows: Two drugs could be 
expected to display comparable diuretic 
activities. Since it is postulated that the 
effects on the wheal-resorption tests are due 
solely to the ability of a drug to suppress 
accumulation of fluid, both Pre-mens and 
ammonium. chloride .should- have: produced 
identical alterations in these skin tests. 
However, although the premenstrual ex- 
acerbation of the dermatoses and the tension 
state might be primarily the result of fluid 
retention, it may well be that certain con- 
comitant alterations complicate the clinical 
syndromes. A simple diuretic such as am- 
monium chloride would not be expected to 
affect such concomitant phenomena. On the 
other hand, the additional ingredients in 
Pre-mens may produce separate effects. 
For example, it is generally noted that vita- 
min B preparations achieve an increased 
feeling of well-being, with relief of irri- 
tability. If parasympathetic overactivity 
plays a role in the pathogenesis of premen- 
strual tension, as it has been claimed, the 
homatropine methylbromide in Pre-mens 
would also be expected to produce its own 
beneficial effect. 

On the other hand, it is frequently noted 
in any repeated series of tests, where suc- 
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cessive sets of observations are recorded, 
that there is a progressive decrease in the 
degree of improvement noted no mafter 
what the therapy has been. We had hoped 
to minimize this feature by the interposition 
of a second control period between the two 


medications, but the possibility remains that — 


the sequence may still have influenced the 
results. 

Another possible source of error may be 
found in the arrangement of the observa- 
tions. The experiments were not primarily 
designed to compare the efficacy of the two 
preparations, and the observers knew which 
preparation was given. This knowledge 
may influence the judgment of nonobjective 
measurements, such as the degree of im- 
provement of dermatoses. 


Summary and Conclusions 


A clinical an experimental study was 
conducted on a group of 60 patients. Fifty 
of these were premenopausal females suffer- 
ing from premenstrual tension and exacer- 
bations of their dermatoses. Forty of the 
fifty patients mentioned suffered from acne 
vulgaris, ten from miscellaneous dermatoses, 

A control group consisted of five post- 
menopausal women and five men; two of 
the men had also acne vulgaris. 

The investigation included the identifica- 
tion of the ovulatory cycle by means of 
weight and temperature records together 
with the observation of alterations in exist- 
ing dermatoses and the emotional states. 
The following experimental methods were 
used: (a) hyaluronidase and histamine 
wheal resorption, for measuring fluid reten- 
tion; (b) measurement of size and duration 
of the flare surrounding the histamine wheal 
for measuring vascular reactivity, and (c) 
osmic acid filter paper prints to estimate 
activity of sebaceous glands. 

In the premenopausal female, a regularly 
recurring pattern was observed which paral- 
leled the phases of the ovulatory cycle. Ex- 
acerbation of the. dermatoses and increase 


in emotional tension occurred premenstrual- — 


ly. These changes were correlated to the 
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faster wheal-resorption time for both 
hyaluronidase and histamine premenstrually, 
together with a shorter duration of the 
histamine flare. An increase in sebaceous 


gland activity was demonstrated only on 


about 50% of the patients. 

It was concluded that the various skin 
tests, with exception of osmic acid test, 
could be used as objective methods of ob- 
servation through the various phases of 
the menstrual cycle. 

The influence of two drugs on the cyclic 
change was studied, using the following 
schedule for observation: first month, no 
medication; second month, Pre-mens; third 
month, placebo, and fourth month, ammo- 
nium chloride. 

The use of both drugs effectively pre- 
vented the flare of acne vulgaris and other 
dermatoses and controlled the premenstrual 
tension in the majority of cases. Pre-mens 
appeared to be somewhat more effective 
than ammonium chloride, particularly with 
regard to control of premenstrual tension, 
but this point could not be proved statis- 
tically. 

These results were closely paralleled by 
the ability of both preparations to eliminate 
the cyclic alterations in the test responses 
used to demonstrate fluid retention and to a 
smaller extent the vascular reactivity. 

A correlation between the degree of fluid 
retention and the clinical states was estab- 
lished. 

In the control postmenopausal women and 
in the males, none of whom exhibited any 
cyclicity in either their clinical symptoms or 
the test responses, these drugs failed to 
affect either the clinical status or the re- 
sponses to the tests. 

Fluid retention, therefore, appears to play 
a significant role in the premenstrual ex- 
acerbations of acne vulgaris and other der- 


matoses, as well as in the premenstrual 
tension syndrome. However, it is also 
apparent from our observations and results 
that other factors, perhaps of emotional 
nature, are also concerned in the pathogene- 
sis of premenstrual exacerbations of derma- 
toses. 
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Introduction 


Successful control of cutaneous derma- 
tophytosis usually requires the judicious use 
of fungicidal agents. During the last war 
several effective compounds came into use 
as a result of extensive investigation con- 
ducted by the Armed Services. The best 
of these proved to be undecylenic acid. Un- 
fortunately neither the newer agents nor 
various combinations of old and recent 
remedies are effective in all or even in a 
majority of patients with fungus infections 
of the skin. Furthermore some of these 
agents induce sensitivity reactions which 
complicate treatment. For these reasons a 
further study of fungicidal agents has been 
undertaken. The purpose of this study is to 
report the clinical results obtained in the 
treatment of a group of 159 patients treated 
with a new fungicide.’ The results have 
been sufficiently successful to encourage 
wider study of this drug. 


Materials and Methods 


The compound under study is N-n-butyl- 
3-phenylsalicylamide *: It was first synthe- 
sized by Jules, Faust, and Sahyun? as one 
of a series of derivatives of salicylamide. 





Aided by grant from Cutter Laboratories, 
Berkeley, Calif. 

From the Palo Alto Medical Research Founda- 
tion, Palo Alto Medical Clinic, Palo Alto, Calif., 
and State of California Department of Public 
Health, Berkeley, Calif. 

* Supplied, under the name Bynamid, by Cutter 
Laboratories, Berkeley, Calif. 
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“rats. 


In view of the studies of Hart? with 
salicylamide, the: parent compound of the 
series, representative derivatives of this 
series were screened for their analgesic ef- 
fect by Way and his associates. One of 
these derivatives (Bynamid) did not have 
a high order of activity in this fegard 
(ADs0>2000 mg/kg. body weight; Ad 5 
ac-acetylsalicylic acid 450 mg/kg. body 
weight) so was discarded as an analgesic. 
However, when these compounds were 
screened for their microbiologic activity by 
Hok and Pilcher,* Bynamid proved to be 
very active as an inhibitor of growth of the 
common dermatophytes. A copy of their 
data is shown in Table 1. Furthermore, 
these authors found that by subculturing 
Microsporum audouini and Trichophyton 
mentagrophytes repeatedly in media contain- 
ing the compound, at a concentration just 
below that which inhibited growth com- 
pletely, resistance to the drug did not de- 
velop (Table 2). Finally, they have 
demonstrated that for T. mentagrophytes 
and M. audouini this compound is fungicidal 
at concentrations approximating fungistatic 
endpoints. 

Hok and associates * indicated that By- 
namid might be useful as a topical agent in 
the treatment of the common superficial 
fungus infections of the skin of man caused 
by the dermatophytes. 

Toxicity.—The toxicity of Bynamid in 
animals has been studied by Seeberg, Hi- 
dalgo, Wilken, Beniams, and Lundblad. 
They found the intraperitoneal LD5o to be 
1.85 gm/kg. for mice and 2.4 gm/kg. for 
Mice and rats tolerated doses of 16 
gm/kg. orally without toxicity. Rabbits 
showed no ill effects at 3.2 gm/kg. orally. 
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TABLE 1.—Minimum Concentration of Bynamid Required for Inhibition of Growth 
of Dermatophytes* 




















Test Organism Concentrations of Compound in Ug/MIl. of Sabouraud Agar 

50 25 12 6 3 1.6 0.8 0.4 0.0t 
Trichophyton mentagrophy tes. ---- = ae sa + 3+ 3+ 3+ 3+ 3+ 
Trichophyton rubrum...-...--.-.-- = ae = “ ~ + 2+ 2+ 3+ 
Trichophyton faviforme_........... — _ _ =_ + 2+ 2+ 3+ 3+ 
Trichophyton tonsurans-._.------.- — _ _ -- — + 2+ 3+ 3+ 
Microsporum audouini-.-.--------- ~t oe of se _ + 2+ 2+ 3+ 
Microsporum canis._.....---------- — = ae 2+ 2+ 2+ 2+ 2+ 3+ 
Microsporum fulvum........------.  — os oy — + + - 3+ 
Epidermophyton floccosum. ------- — — ~ ~ _ ae pe: fe 3+ 
Sporotrichum schenkii_..-......---. + 2+ 3+ 3+ 3+ 3+ 3+ 3+ 3+ 





Inoculum consisted of spores and mycelia. 


ll readings were made after 14 days’ incubation. 


* indicates complete suppression of growth; e to 3+ indicates increasing abundance of growth on surface of Sabouraud agar 


slants. 


+ Two sets of control tubes were included, one containing — only; the other medium plus 5% propylene glycol. 


glycol caused slight retardation of growth in some cases 


The 
week of incubation, but this was not significant after 14 


during first 
days’ incubation. The other control tubes contained 2.5% of the solvent. 


Rats given an oral subacute toxicity dose 
of either 0.3 or 1.0 gm/kg. a day for 90 
days showed no significant deviation from 
control animals with respect to blood, body 
weights, organ weights, and the gross and 
microscopic appearance of tissues. Skin ir- 
ritation tests in rabbits showed absence of 


TABLE 2.—Development of Resistance of 
Trichophyton Mentagrophytes and 
Microsporum Audouim to Three 
Antifungal Agents 















































Min. Growth Inhibiting Conc. mg/ml. 
at ll Bynamid Asterol* cnapeetaniss 
No. T.M. M.A. T.M. M.A. T.M. M.A. 
1 2.5 13 100 100 3.2 1.6 
2 2.5 2.5 100 100 6.3 1.6 
3 2.5 1,3 100 100 3.2 1.6 
4 5.0 5.0 100 50 =. 25.0 3.2 
5 5.0 5.0 >100 50 = 12.5 1.6 
6 2.5 5.0 >100 100.125 3.2 
4 5.0 5.0 >100 100 = 25.0 25.0 
8 5.0 5.0 >200 200 «12.5 6.3 
9 2.5 2.5 >200 >200 6.3 3.2 
* 2-dimethylamino-6-(6-diethylaminoethoxy)-b en z 0- 
thiazole dinydro hloride. 


any primary or secondary irritant effect on 
the skin. Large amounts of Bynamid ap- 
plied to the skin of rabbits daily for one 
month did not cause any significant change 
in the blood, urine, or gross or microscopic 
appearance of the tissues. 


Studies by Shelanski® on human volun- 


‘teers using the Repeated Insult Patch Test 


technique‘ indicate that Bynamid in the 
form of a 5% ointment or a 5% tincture 
is not a primary irritant. In several sub- 
jects out of 50 tested, the tincture produced 
local irritation after prolonged application. 
This type of reaction does not belong in the 
category of allergic responses. The 5% 
powder was found to be a very weak pri- 
mary irritant but not a sensitizing agent. 
It is on the basis of these patch-test findings 
that the three formulations containing 
Bynamid were chosen for use in the manner 
recommended by the manufacturer. 
Absorption, Excretion, and Tissue Levels. 
—Seeberg, Hidalgo, Wilken, Beniams, and 
Lundblad * found that very little Bynamid 
is absorbed from the gastrointestinal tract 
of rabbits. With an oral dose of 0.25 
gm/kg. absorption could be increased 
slightly by incorporating the drug in a prep- 
aration of 25% sorethytan (20) monoo- 
leate (Tween 80), 25% propylene glycol, 
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TABLE 3.—Tissue Levels of Bynamid in y/Gm. of 
Tissue After Oral Administration of 0.25 
Gm/Kg. to Rabbits 














Tissue Rabbit 1 Rabbit 2 
Skin 0 0.6 
Muscle 0.3 0.3 
Liver 10.0 9.0 
Brain 0.3 1.0 
Kidney 11.0 14.0 
Serum 2.5 3.1 
Urine 158.0 334.0 








and 50% water. The highest tissue levels 
produced by this method were found in the 
liver and kidney, and the lowest in muscle, 
brain, and skin. Serum concentrations were 
intermediate (Table 3). 

The work of Murchio® has shown that 
when this compound is applied topically to 
monkey scalp in the form of a tincture in 
isopropyl alcohol, it is absorbed well down 
into the normal hair follicle as well as into 
the shaft of the hair. ‘No studies of this 
type have been done on infected hair follicles 


where absorption of externally applied ma- 


terials is notoriously poor. 

Clinical Material——The patients who par- 
ticipated in this study were private patients 
at the Palo Alto Medical Clinic and stu- 
dents reporting to the student health service 
of Stanford University. Since July, 1953, 
Bynamid has been prescribed for all pa- 
tients with uncomplicated superficial fungus 
infections. 

Methods of Examination.—At the first 
visit scrapings were taken from the area 
of suspected infection. Part of the material 
so obtained was macerated with a 1/10 N 
solution of KOH and examined immediately 
by microscopy. The rest of the material 
was sent to the mycology laboratory for 
identification by culture.t Recurring, re- 
lapsing, and persistent infections were re- 
checked by direct microscopy and by cul- 


+ Mrs. Nina Chern, Assistant Microbiologist, 
State of California Department of Public Health, 
Division of Laboratories, Berkeley, Calif., per- 
formed all mycologic cultures reported in this 
study. 
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tural methods for the presence of the fungus 
and for its viability. 

Program of Therapy.—Bynamid was 
used in four forms: (1) 5 and 15% tinc- 
ture; (2) 5% ointment in a polyethylene 
glycol (Carbowax) base; (3) 5% lotion in 
a polyethylene glycol base; (4) 5% powder. 


The formula for each of the preparations . 


was as follows: 


5% Tincture Jo w/v 
Bynamid 5.0 
Aerosol OT 100% 0.1 
D and C orange 4 0.025 
Propylene glycol USP 10,000 
Acetone NF 17.000 
Isopropyl alcohol NF 68.000 
15% Tincture Yow/v 
Bynamid 15.0 
Aerosol OT 100% 0.1 
(Dioctyl sodium sulfosuccinate NF) 

D and C orange 4 0.025 
Propylene glycol USP 10.0 
Acetone NF 15.0 
Isopropyl alcohol NF 61.0 
5% Ointment Jo w/w 
Bynamid* 5.000 
Polyethylene glycol 4000 31.000 
Polyethylene glycol 400 63.797 
D and C red 8 Na Lake 0.003 
Titanium dioxide 0.100 
Aerosol OT 100% 0.100 
5% Lotion % w/v 
Bynamid, micronized 5.00 
D and C orange 5 0.05 
Golden glow orange E-7205 0.03 
CMC 0.70 
Aerosol 0.10 
Zinc oxide 16.00 
Polyethylene glycol 6000 2.40 
Propylene glycol 5.00 
Titanium dioxide 1.00 
Water qs. 

5% Powder %ow/w 
Bynamid 5.0 

D and C orange 4 0.03 
Ext. D and C yellow 1 0.0125 
Zinc stearate USP 10.0 
Tale USP 85.0 


The tincture proved to be the medication 
of choice because of its superior penetra- 
bility. The ointment was used where the 
skin was dry, and the powder was used on 
intertriginous areas. Frequently all three 
forms of the drug were prescribed in order 
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to obtain regularity in use and a maximal 
therapeutic result. 

Although weekly follow-up visits were 
requested, all too often it was only the pa- 
tient whose infection was persistent or re- 
current who returned regularly. Neverthe- 
less, all patients were directed to continue 
the medication for at least a month after 
apparent clinical cure. The results listed 
as “cured” are based on visual observation. 
In these the skin appeared to be normal 
in texture. If scaling or fissures were 
present, even if the microscopic examination 
was negative, the result is listed as “im- 
proved.” If the old lesions persisted or new 
ones appeared the result was listed as “no 


response” to medication. In 1955 an attempt 
was made to recall each patient registered 
in this study to determine the over-all re- 
currence rate. Very few returned to the 
office for observation but many replied by 
mail. The reported recurrence and relapse 
results are a composite of data aatoe 
from these several sources. 


Results 


M ycology.—This is a report of all species 
of fungi identified during the period from 
July, 1953 to April, 1955. One hundred 
and seventy-six patients yielded 179 positive 
cultures for fungus, viz., 22 C. albicans 
(12%), 55 T. rubrum (31%), 44 T. men- 


TABLE 4.—Clinical Data on 159 Patients (with Fungus Infections i in 222 s ites) 
After Treatment with Bynamid 












































Sites of Infection 
Fungus Response 
Nails Hands Feet Groins Rest Total 
C. alb. Cured 4 2 aa x 5 18 
Improved 7 5 es 2 1 15 
None 3 2 7 0 12 
Recurrences: after cure—7; after improvement—3 45 
T. rubr. Cured 0 0 7 5 5 17 
Improved 6 8 ll a 1 30 
None 6 1 + 3 1 15 
Recurrences: after cure—7; after improvement—5 62 
T. ment. Cured 3 1 8 1 ws 13 
Improved 2 1 10 0 aa 13 
None 4 3. 3 0 he 10 
Recurrences: after cure—5; after improvement—2 36 
T. tons. Cured ei ae 1 1 
Improved ne ne 0 0 
None 1 x 1 
Recurrences: after cure—1. 2 
E. floce Cured oe a 2 2 0 + : 
Improved PES ie 4 4 1 9 
None or ee 2 0 0 2 
Recurrences: after cure—1l; after improvement—1 15 
M. fur Cured % ras 5 
Improved eis ns is 10 10 
None ys ae Pits ‘3 0 
Recurrences: after cure—1 15 
Not ident. Cured 0 0 ll 2 1 14 
Improved 3 3 13 2 2 23 
None 2 3 3 1 1 10 
Recurrences: after cure—2; after improvement—7 47 
Total Cured 7 3 29 17 16 72 (32%) 
Improved 8 17 38 12 15 100 (45%) 
one 15 9 13 ll aes 50 (2%) 
40 29 80 40 33 222 (100%) 
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tagrophytes (25%), 4 T. tonsurans (2%), 
1 T. roseum (0.6%), 15 E. floccosum 
(8%), 29 M. lanosum (16%), 8 M. au- 
douini (5%), 1 M. gypseum (0.6%). Two 
patients were infected with both T. rubrum 
and T. mentagrophytes and one with both 
C. albicans and E. floccosum. The T. ton- 
surans infections were of the feet and 
ankles. In addition, 15 patients had infec- 
tions with M. furfur, which was identified 
microscopically. 

Clinical Data.—One hundred and fifty- 
nine patients make up this series. Results 
are shown in Table 4. In 117 patients the 
fungus was identified by microscopic or 
culture examination; in 42 patients the fun- 
gus was found microscopically, but did not 
grow by culture. : 


Of 28 patients with C. albicans infection - 


there were 45 sites infected; of these, 15 
patients had concurrent infections of the 
hands and nails, or the buttocks and trunk. 
Of the 36 patients infected with T. rubrum, 
there were 62 sites of infection; 11 patients 
had infections on the hands, buttocks, or 
nails, as well as on the feet. Eight of the 
25 patients with T. mentagrophytes infec- 
tions had infections of the hands and nails 
as well as of the feet. Four patients had E. 
floccosum infections of the groins as well 


as the feet. Of the unidentified fungus in- | 


fections 5 of the 42 patients had more than 
one site involved. In this group of 159 pa- 
tients, fungus infections were found on 222 
areas of the body. 

It is apparent that infections in the thin- 
skinned parts of the body showed the best 
response to Bynamid. Of the infections of 
the crural areas, trunk, arms, and legs, 
45.2% were cured as compared to 26% of 
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the infections of the hands, feet, and nails. 
Where the fungus grew between the nail 
plate and the nail bed, separating them so 
that the fungus was accessible to medica- 
tion, a cure resulted in several instances, 
The C. albicans infections which were lo- 
cated in the nail plate did not respond any 
better to Bynamid than did infections of the 
nail plate due to the Trichophytons. 

Recurrences for, the most part responded 
readily to resumption of treatment. This 
was interpreted to mean that the fungus had 
not become resistant to the medication. This 
interpretation is open to reservation since 
most of these data were obtained by letter. 
In the group as a whole, response to medica- 
tion was rapid. The skin was clear within 
two weeks in 31% and within one month 
in 50% of the cases. Table 5 presents the 
results of a follow-up study on the recovery 
time in these cases.. 

There were 28 other patients not included 
in Table 5 who had lesions of the feet, 
hands, or groins which appeared to be fun- 
gus infections, but from which a fungus 
could not be demonstrated by cultural or 
microscopic examination. Of these patients 
3 were cured, 19 were improved, and 6 were 
unchanged. None showed any irritation 
from the drug. 

Tinea of the scalp is not common in the 
Palo Alto area, and the few cases identified 
were not followed adequately. Through the 
courtesy of the Monterey County Health 
Department, however, an epidemic of M. 
audouini infections of the scalp was ob- 
served over a period of five months at King 
City, Calif. The treatment program, insti- 
tuted by us, was supervised by the school 
nursing staff and the local doctors. Sixty- 


TABLE 5.—Time in Months Required to Effect a “Cure” or “Improvement” 


After Treatment with 


ynamid (Infections of Nails, Scalp, 


and Hands Excluded) 























Months % 1 2 3 5 6 7 8 9 10+ 
Cured 13 14 10 8 1 2 1 1 
Improved 24 8 10 5 5 2 5 1 2 1 
37 22 20 13 6 4 5 2 2 2 
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six children were treated with 5% Bynamid 
in ointment or in tincture form. Observa- 


tion at the end of five months showed that 


7 were cured, 57 showed some degree of 
improvement, and 2 were unimproved. 


Incidence of Irritation—A total of 244 
patients have used Bynamid in one vehicle 
or another for periods of two weeks to two 
years. Six patients exhibited skin irritation 
when they applied Bynamid ointment to C. 
albicans infections of their groins. Two of 
the six patients who noted some irritation 
gave negative reactions to patch tests both 
to the vehicles and to the medication itself. 
Dry scaling infections in the groins were 
not irritated by the tincture or the ointment 
of Bynamid. One child with an M. lano- 
sum infection of the trunk was irritated by 
the Bynamid 5% ointment. It was not pos- 
sible to, do a patch test on this patient. The 
tincture occasionally produced undesirable 
dryness, which was relieved by applying 
the ointment after the tincture. 


Comment 


The results with Bynamid used as a topi- 
cal fungicide on 159 patients in this study 
are similar to those reported by Sullivan 
and Fishbein,® who used an undecylenic acid 
preparation on 321 patients. Their prepara- 
tion had the following formula: 


Undecylenic acid 5.0 
. Triethanolamine 3.0 
Methocel 2.0 
Propylene glycol 23.0 
Zinc stearate 13.0 
Carbowax 1500 55.0 


When these two studies are compared, it 
would appear that the Army “fungicidal 
ointment” and Bynamid produced approxi- 
mately the same cure rate (over-all: Army 
fungicidal ointment 20% ; Bynamid 32%). 
“Cures” in each study were followed by the 
same frequency of relapses and of failures. 
Since the patients in these two series were 
not comparable, no conclusions regarding 
the relative effectiveness of these two 
methods of treatment are justified. The lack 
of disagreeable odor and the low incidence 


of irritation caused by Bynamid are points 
in its favor. Of greater importance is the 
finding that an additional antifungus agent 
is now available to aid physicians in the 
handling of stubborn dermatophytoses. 


Summary 


Studies are reported on the use of Byna- 
mid as an antifungicidal therapeutic agent. 
Bynamid is a fluorescent, odorless, nontoxic 
chemical belonging to the family of salicyl- 
amides. It is effective in vitro and in vivo 
against the common dermatophytes. Its 
penetration into the skin and hair follicles 
is greatest where the skin is thin and 
healthy. Like other topical fungicides its 
penetration is poor where infection is pro- 
tected by the thick overlying keratin of the 
hands and feet, by the nails, or by infected 
hair follicles. 

The clinical material studied consisted of 
222 infected sites, from which fungi could 
be identified by culture or smear. Forty- 
seven per cent of infections involving the 
trunk, arms, legs, and crural areas were 
cleared. Twenty-one per cent of infections 
of the hands, feet, and nails were cleared. 
Thirty-two per cent of 222 lesions disap- 
peared; forty-five per cent were improved, 
and twenty-three per cent were not benefited 
coincidentally with Bynamid treatment. A 
low incidence of irritation was observed in 
this series of 159 patients. These studies 
have demonstrated that this compound may 
be a therapeutic agent of value in the treat- 
ment of cutaneous fungus infections in man. 
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Adnexal tumors of the skin not infre- 
quently show structural differentiation re- 
sembling one or several components of the 
pilary complex, which comprises hair, seba- 
ceous gland, and apocrine gland. Structure 
related to eccrine sweat glands is less com- 
monly encountered. It occurs in adenomas 
or adenocarcinomas resembling the coil 
(spirema) or duct (syrinx) of the gland. 
This paper deals with five tumors thought 
to be related to the eccrine sweat pore inas- 
much as they have histologic features of the 
intraepidermal part of the sweat duct. As 
they also present certain clinical similarities, 
it was considered justifiable to report thém 


as a group. 


Evidence concerning the intraepidermal 
portion of the eccrine duct was presented 
in 1939 by one of us (Pinkus*) to the ef- 
fect that the duct has its own wall up to the 
very surface and constitutes a morphologic 
and biologic entity which plays a role in 
the normal and pathologic physiology of the 
skin. Unaware of this preceding work, 
Takagi ? came to similar conclusions in 1952. 
Holyoke and Lobitz * and Lobitz, Holyoke, 
and Montagna‘ corroborated and extended 
these findings and proposed the very apt 
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designation of “epidermal sweat duct unit.” 
In experimental work, they could show that 
the unit has its own regenerative zone, from 
which it is reconstituted after surgical re- 
moval of the epidermis even before the 
latter regenerates. Moreover, Lobitz and 
co-workers ® proved what had been deducted 
previously 1 but had been denied by others,® 
that the matrix of the epidermal sweat duct 
unit actively participates in the formation 
of new epidermis. They pointed out that 
the basal cells of the upper end of the in- 
jured duct multiply and differentiate in three 
different directions. They form luminal 
cells with characteristic cuticula, cells of the 
ductal sheath, and true epidermal rete cells. 

Because the anatomy of the epidermal 
sweat duct unit (acrosyringium*) is not 
described in detail in the text books, it will 


- be discussed here. In the normal epidermis, 


the wall of the sweat pore blends so well 
with the Malpighian layer that its existence 
has been denied (cf. Way and Memmes- 
heimer, 19367). According to recent in- 
vestigations, the unit consists, from inside 
out, of a well-defined diastase-resistant 
cuticle, of a layer of luminal cells, and of a 
single or multiple sheath of poral epithe- 
lium. This latter type of epithelium, while 
resembling Malphigian cells in that the cells 
are closely united with each other and with 
the surrounding epidermal cells by inter- 
cellular bridges (“prickles”), has several 
distinctive features: It never contains mel- 
anin, even in the most heavily pigmented 
Negro, and it does not contain tonofibrils, 


* The term acrosyringium from acro- (extreme 
end) and syrinx (tube, sweat duct) is introduced 
here not to supplant Lobitz’s designation but to 
supplement it with a scientific word formed ac- 
cording to the rules of international nomenclature. 
It is analogous-to acrophysion, the Greek term for 
the tube of the bellows (physos). 


511 








as can be shown by Unna’s and other stains. 
A third difference is less constant, but it 
can be recognized in many specimens. The 
nuclei of the poral cells do not usually pos- 
sess the large angular nucleolus so often 
present in prickle cells. but contain several 
small chromatin masses within a well-de- 
fined nuclear membrane. Additional fea- 
tures of the acrosyringium are considerable 
glycogen content, presence of a cuticle that 
stains with the periodic acid-Schiff pro- 
cedure, formation of keratohyalin granules 
and keratin at a relatively deep level in the 
epidermis, and the characteristic spiral twist 
of the lumen and its lining cells, which 
Lobitz and his co-workers have shown to be 
an inherent quality, independent of the 
surrounding epidermis. 

Thus, the outstanding features that one 
would expect to find in a tumor with poral 
differentiation are these: The growth is 
situated superficially, within and closely con- 
nected with the epidermis. The tumor cells 
are relatively small and resemble prickle 
cells insofar as they exhibit intercellular 
bridges. They ordinarily do not contain 
tonofibrils or melanin granules, except 
where they reach the surface and form an 
epidermis-like covering. They tend to ar- 
range themselves around cleft-like lumina 
with the formation of a cuticle. Tendency 
to true keratinization may be present. The 
nuclei are of moderate size, oval or round, 
with several small masses of chromatin, but 
without a large single nucleolus. If sweat 
ducts enter the tumor, their lining cells 
merge with its epithelium. The presence of 
glycogen in the tumor cells and of diastase- 
resistant cuticles demonstrable with periodic 
acid-Schiff procedures would be expected. 

A tumor meeting these specifications was 
encountered in 1951. Four other cases have 
been observed since that time. 


Report of Cases 


Case 1.—A 42-year-old white woman had what 
she considered a “wart” on her left sole for about 
seven years. This had been incised several times, 
and a small amount of purulent material had been 
evacuated each time. The lesion otherwise had 
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not been painful and had not increased noticeably 
in size. It had been quiescent for more than six 
months. On examination, there was a slightly 
elevated papule on the left sole measuring about 
4 mm. in diameter. It appeared to be quite super- 
ficial and resembled scar tissue with teleangiectasia. 
The entire lesion was removed with a 4 mm. 
skin punch. Clinical diagnosis was “scar with 
teleangiectasia.” Superficial epithelioma or amel- 
anotic melanoma was considered in differential 
diagnosis. 

Microscopic Examination.—The small sections 
consist of epidermis and of epithelial cords of a 
slightly smaller cell type, which join the epidermis 
but remain distinct from it (Fig. 14). There is a 
loose vascular stroma. The picture changes from 
section to section, but most of the-sections show 
either sweat-duct-like lumina within the epithelial 
masses or larger spaces lined by the specific epithe- 
lial cells. These cells have round or oval nuclei 
with scattered chromatin (Fig. 34) and are joined 
to each other and to the surrounding epidermis 
by intercellular bridges. They present a smooth 
cuticular surface where they border intratumoral 
lumina. Stain for tonofibrils according to Weigert- 
Unna (Pinkus and Steele*) shows that most of the 
cells possess no tonofibrils except occasional thick 
fibers resembling Herxheimer spirals. In some 
places, where the tumor itself seems to form the 
surface epithelium, tonofibrils become more nu- 
merous, but nowhere do they achieve the dense 
regular pattern of normal stratum spinosum. 


- Sections stained with Schiff reagent after pretreat- 
ment with periodic acid (PAS stain, McManus’ 
procedure) reveal large quantities of finely gran- - 


ular glycogen in the tumor cells, including those 
in basal position against the corium (Fig. 2B). 
The surrounding epidermis contains some glycogen 
in the stratum spinosum but none in the basal 
cells. Sections in which glycogen was removed 
by saliva show some Schiff-positive material re- 
maining in the tumor, especially in cuticular dis- 
position within the sweat-duct-like lumina (Fig. 
3D). 

The patient received 3000 r units of superficial 
Roentgen therapy in divided doses after removal 
of the tumor. There was no recurrence during 
four years of follow-up. 

Case 2.—A 53-year-old white woman had noticed 
a slowly increasing growth on the side of the 
right great toe several months prior to seeking 
medical advice. There was a fibrous pedunculated 
lesion. This was snipped off with scissors, and 
the base was cauterized with a high frequency 
current. Clinical diagnosis was “nevus or fibroma.” 
Microscopic examination: Sections show a pe- 
dunculated tumor resembling a papilloma (Fig. 
1B). There is a definite difference between the 
large prickle cells of the epidermis and_ the 
smaller and darker-staining cells of the tumor, 
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g. 1—Low- a views of sections of thé five tumors stained with hematoxylin and eosin. 


4, tess X 23. B 


D were taken. ee Case 3; x 1a 2, 


Case 2; 9; X marks the approximate area from which Figure 4C and 
Case 4; 1 


E, Case 5; X 9. Arrows 


point to some of the intratumoral cystic spaces, details of which are illustrated in Figure 5. 


even though the latter develop keratohyalin and 
keratin where they reach the surface (Fig. 24). 
Most sections show sweat ducts entering the tumor 
from below and forming spiraling lumina in it 
(Fig. 4B, C, and D) or show cystic spaces lined 
by smooth-surfaced cells within the tumor. The 
stroma is highly vascular, almost resembling 
granuloma pyogenicum. PAS stain and_ stains 
for tonofibrils yielded results similar to those in 
Case 1. 

The tumor was destroyed in December, 1952. 
There was no recurrence up to September, 1955. 

CasE 3—A 54-year-old Negro woman had 
noticed a slowly growing tumor on her right 
sole, just proximal to the second and third toes, 
for the previous three years. There was a soft 


pink fleshy papule, about 8 mm. in diameter. This 
wes excised. Clinical diagnosis was granuloma 
pyogenicum, but the lesion did not bleed as much 
as expected. Microscopic examination, done to 
rule out malignancy, showed a papular tumor with 
a structure very similar to those in Cases 1 and 
2 (Fig. 1C). The tumor cells were free of 
melanin, and not more than an occasional dendritic 
melanocyte was found between the tumor cells, 
although the epidermis contained numerous melano- 
cytes and some melanin granules were present. in 
the Malpighian cells (Fig. 3B). There was no 
recurrence for more than one year after excision. 

Case 4—A 60-year-old white man presented 
a granulomatous vascular lesion measuring 7 mm. 


in diameter on the plantar surface of the left 
great toe supposedly present for five to six 
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Fig. 2—Boundaries between epidermis and tumor. A, Case 2; X 90; section stained with 
~ hematoxylin and eosin. Note smaller size of tumor cells and formation of keratohyalin on the 
surface as expression of the dual potentiality of the epidermal sweat duct unit. B, Case 1; 
X90; section stained for glycogen with the periodic acid-Schiff procedure. The epidermis 
shows the usual distribution of glycogen in the lower prickle cells. Basal cells and higher 
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strata are free of glycogen. 
glycogen, which appears dark in print. 
weeks. Clinical diagnosis was granuloma pyo- 
genicum, with the possibility of a melanoma being 
considered. The lesion was removed in May, 1955, 
and did not recur up to September of the same 
year. Microscopic examination revealed a tumor 
similar to those of the other cases (Fig. 1D). 
Case 5.—A 64-year-old white man had noticed 
a slowly enlarging lesion on the side of the right 
foot for about one year. There was a sessile 
tumor, about 1.2 cm. in diameter, which was con- 
sidered a fibroma and was ablated surgically. 
Microscopic Examination—The tumor is the 
largest of the five lesions and the one resembling 
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All the tumor cells including “basal cells” are loaded with 


a papilloma, specifically a seborrheic verruca, most 
closely (Fig. 1E). There is, however, a complete 
absence of keratinous cysts. On the other hand, 
there are some large cyst-like lumina in the tumor, 
and these are lined by smooth-surfaced cells ex- 
hibiting a sharply stained and diastase-resistant 
red cuticle in PAS preparations (Fig. 54 and 
B). In many places the cells within the solid 
masses. arrange themselves around small lumina and 
in some locations these are filled with concretions 
of red-staining diastase-resistant material. A spiral 
arrangement of these lumina is suggested (Fig. 
5D). 
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Fig. 3.—Cellular structure. A, Case 1; X 400; hematoxylin and eosin. Epidermal prickle 
cells show the typical single large nucleolus; tumor cells have more dispersed chromatin granules 
similar to those of poral epithelium. B, Case 3; X 400; hematoxylin and eosin. Cord of 
tumor cells joining a rete ridge from below. Sharp boundary. The epidermis contains melanin 


in dendritic cells; the tumor is free of pigment. C, Case 3; X 


600: modified Van Gieson 


stain. Sweat-duct-like lumen with hyaline cuticle and keratohyalin granules in luminal cells. 


Tumor cells connected by intercellular bridges. D, Case 1; X 


370; periodic acid-Schiff stain 


after digestion with saliva. Sweat-duct-like lumen with dark Schiff-positive cuticle. 


Comment 


Five papular lesions, ranging from 2 to 
12 mm. in diameter, all located on the non- 
hairy surfaces of the foot, are presented. 
All of them had a definitely vascular ele- 
ment suggesting granuloma pyogenicum, 
either clinically or histologically. Other clin- 


ical diagnoses were fibroma, nevus, and 
teleangiectatic scar. Amelanotic melanoma 
was suspected clinically in several cases. 
Duration varied from six weeks (?) to sev- 
eral years, with growth being slow or barely 
noticeable. None of the lesions was ulcer- 
ated or painful, but one of them had been 
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Fig. 4.—Sweat ducts in relation to tumor. -A, Case 4; 90; orcein and Giemsa stains. 
Hypertrophic sweat duct below the tumor. Examination of serial sections made it. possible 
to follow this duct as it entered the tumor and lost its identity while lumen widened into the 
cyst shown in Figure 1D. The epithelium of the poroma stains light with Giemsa solution, 

(Legend continued on following page) 
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incised repeatedly, with evacuation of a 
small amount of purulent material. While 
vascular hyperplasia was evident on histo- 
logic examination, there was little doubt 
that the truly abnormal tissue was the epi- 
thelium. In most of the lesions the normal 
epidermis was underlaid and partly replaced 
by poorly differentiated and nonkeratiniz- 
ing epithelium, which formed massive well- 
defined structures resembling exaggerated 
rete ridges or papillomatous hyperplasia. 
This epithelium was in close structural con- 
tact with the surrounding or overlying epi- 
dermis but was sharply delineated (Figs. 
2, 3, and 4). No blending or gradual trans- 
formation from one type to the other oc- 
curred. The tumor cells were relatively 
small, of uniform size and shape, contained 
round or oval nuclei with dispersed chro- 
matin (Figs. 3A and 4C and D), and were 
connected with each other and with the ad- 
joining epidermis by well-developed inter- 
cellular bridges (Fig. 34 and C). Special 
stains showed absence or poor development 
of tonofibrils in the tumor cells. No melanin 
occurred in the tumor cells, even in Case 3, 
in which the surrounding epidermis was 
pigmented. In three cases hypertrophic 
sweat ducts were seen entering the tumor 
from below and losing their identity in the 
tumorous epithelium. (Figs. 44 and C and 
5C). Of particular interest was the obser- 
vation of small or wider clefts or lumina, 
which resembled the intraepidermal portion 
of the eccrine duct but in several instances 
could be shown to be isolated cystic differ- 
entiations within the tumor without connec- 
tion with normal ducts (Fig. 3C and D). 





In only one instance, there was a pearl-like 
structure with central keratinization.t 


Diagnosis 


The histologic structure thus seemed to 
fulfil the previously enumerated criteria for 
a tumor of the intraepidermal sweat duct 
unit, but before this statement can be fully 
accepted differentiation from similar lesions 
must be discussed. Three entities enter into 
histologic differential diagnosis: squamous- 
cell carcinoma, basal-cell epithelioma, and 
certain types of seborrheic verruca. 

Squamous-cell carcinoma is ruled out 
readily, as the tumors under discussion show 
no signs of invasiveness and none of the 
cytologic abnormalities characterizing the 
malignant epidermal cell. 

Basal-cell epithelioma was considered par- 
ticularly in Case 3, but the cells are some- 
what larger and lighter-staining and the 
nests lack the peripheral palisade arrange- 
ment typical of most basal-cell epitheliomas. 
Basal-cell epitheliomas may contain consid- 
erable amounts of PAS-positive material, 
but glycogen is absent almost regularly from 
the cells (Steiner,® Braun-Falco,” Brett and 
Rathjens +). In contrast, the cells of our 
tumors regularly contained large quantities 
of glycogen. Additional arguments are the 
extreme rarity of basal-cell epitheliomas on 
the plantar skin (Pascher**) and the lack 
of inflammatory‘cellular infiltrate around the 


poroma, 
Differentiation from certain types of seb- 
orrheic verruca (seborrheic keratosis, 


+ Dr. Fred Szymanski, of Chicago, kindly lent 
a section of a similar tumor, in which a small 
cyst with keratinous contents is present in close 
association with several sweat-duct-like lumina. 


while the epidermis in the left upper corner stains dark. Note the sharp boundary. B, Case 2; 


X 135; hematoxylin and eosin. 


Tumor breaking through the epidermis in the form of a 


hypertrophic sweat duct. Spiralling lumen becomes wider toward the surface, shows a cuticle, 
and contains desquamated cells. Higher up, the lining cells contain keratohyalin granules. 
This picture resembles a tumor described as eccrine counterpart of naevus syringadenomatosus 
papilliferus in another publication (Pinkus, H.: Life History of Naevus Syringadenomatosus 
Papilliferus, A.M. A. Arch. Dermat. & Syph. 69:305-322 (March) 1954. C, Case 2; X 400, 
modified Van Gieson stain. Detail from the area marked X in Figure 1B. This may be 
interpreted as a hypertrophic duct approaching the tumor or as the deepest extension of the 
tumor itself. The picture is very similar to other types of solid hidradenoma showing multiple 
small lumina embedded in solid masses of cells. D, Case 2; X 400; hematoxylin and eosin. 
Detail from nearby area in the tumor showing a larger cyst on the right and multiple cuticle- 


lined small lumina. 
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Fig. 5.—Diastase-resistant Schiff-positive material. A, Case 5 X 465. Dark-staining material 
in a cyst lined by smooth-surfaced tumor cells, some of which show a thin dark cuticular rim. 
B, Case 5; X 465. Definite PAS-positive cuticle on cells lining another cyst. C, Case 3; 
X 90. Detail from deep part of tumor showing a slit-like ductal lumen (4%) with cuticle and 
a larger cystic lumen (4%) higher up. Some tumor cells show remnants of dark-staining gly- 
cogen owing to incomplete digestion of this section. Note the great vascularity of the stroma. 
D, Ss 5; X 280. Casts of Schiff-positive material fill sweat-duct-like lumina, suggesting a 
spiral. 
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verruca senilis, basal-cell papilloma) is per- 
haps most difficult. The parenchymatous 
type of seborrheic verruca, in which massive 
epithelial formations prevail, and particu- 
larly those irritated lesions that imitate in- 
traepidermal epithelioma of the Jadassohn 
type, may closely resemble the structure and 
cell type of the eccrine poroma. However, 
there are several differentiating features: 

The so-called seborrheic keratosis is bas- 
ically a papilloma, consisting of epidermis 
from top to bottom. The cells composing it 
may resemble the young cells of the stratum 
germinativum (“basal cell papilloma” 
Lever 1%), but a strong tendency toward 
keratinization is obvious not only in the 
usually thick stratum corneum of the sur- 
face but also in deep horny recesses and 
centers of cornification within the substance 
of the tumor. These centers are present 
practically always either as multiple keratin- 
filled cysts or at least as keratinizing epi- 
thelial whorls. Seborrheic verruca, if it is 
located on the sole, one of the most heavily 
cornified surfaces of the body, might be 
expected to manifest its keratinizing ten- 
dencies strongly. However, in spite of the 
fact that the epidermal sweat duct unit 
normally is capable of keratinization fairly 
deep in the epidermis, only one of the five 
tumors described contained one keratinized 
whorl. A small keratinized cyst was present 
in the case observed by Szymanski. On the 
other hand, differentiation toward cuticle- 
lined clefts usually is absent in seborrheic 
verruca. If sweat ducts traverse the verruca, 
they are lined by their distinctive wall and 
are set apart from the surrounding masses 
of cells. This pattern is different from the 
eccrine poroma, in which hypertrophic ducts 
with spiraling lumina approach the tumor 
from below and blend with its epithelium. 
The large fluid-filled spaces bordered by 
cuticle-lined tumor cells also are very dis- 
tinctive. 

While the transition from the small basal- 
like cells of the seborrheic verruca to ma- 
ture prickle cells often is fairly sudden, 
there is never the definite boundary between 
the epithelium of the tumor and the surface 


epidermis that is found in the eccrine 
poroma. This difference between poroma 
and seborrheic verruca is brought out more 
strikingly by special staining procedures. 
Staining for glycogen often reveals con- 
siderable quantities of this substance in the 
cells of verruca senilis but not in the cells 
of the basal layer that borders the corium. 
This pattern is similar to that found in other 
acanthotic epidermal lesions. Epidermal 
basal cells do not contain glycogen except 
for a few hours under the very exceptional 
circumstances of forced regeneration fol- 
lowing stripping (Lobitz**). The eccrine 
poroma, on the other hand, usually contains 
much glycogen in all cells, including the 
basal layer, a feature characteristic of the 
eccrine duct. 

Another point of interest is the absence 
of melanin in the poromas. While the plan- 
tar epidermis normally is almost free of 
pigment in white persons, it may contain 
considerable amounts of melanin in Negroes 
and did so in the Negro woman described 
as Case 3. Seborrheic verrucae often con- 
tain considerably more pigment than the 
normal epidermis of the bearer and do so 
almost invariably in Negroes. The epithe- 
lium of the normal sweat duct, on the other 
hand, does not contain melanin even in 
heavily pigmented skin, even though den- 
dritic melanocytes may be present on its 
outside. The tumor of Case 3 thus re- 
sembles sweat duct in this respect. 

That the eccrine poroma should resemble 
an epidermal papilloma is not surprising in 
view of the dual potentiality of the acrosy- 
ringium and its close symbiosis with the 
epidermis (Pinkus and Steele #*). Like its 
normal prototype, however, the tumor is not 
part of the epidermis but develops within 
its boundaries in connection with abnormal 
sweat ducts. It either remains covered by 
epidermis or breaks through to the surface 
and then usually forms a keratinized epi- 
dermis-like portion in which the tonofibrillar 
system is poorly developed. In our tumors, 
special stains showed occasional extremely 
thick fibers resembling the Herxheimer 
spirals of basal cells and in some instances 


519 








a jumble of thinner tonofibrils quite dif- 
ferent from the dense and well-organized 
pattern in the surrounding epidermis. 


Classification 


Finally, the question of classification and 
nomenclature of these lesions must be con- 
sidered. Their clinical course certainly 
speaks for their benign nature, which is also 
evident histologically. The constant associa- 
tion with vascular hyperplasia, in some cases 
suggesting granuloma pyogenicum, makes 
one wonder whether the entire lesion is a 
reactive one rather than a true tumor. One 
might even ask whether the epithelial hy- 
perplasia is secondary to mesodermal pro- 
liferation. These questions cannot be 
answered definitely at this time. However, 
the long duration and most of the clinical 
and histologic features favor interpretation 
as an epithelial tumor. 

In the belief that we are dealing with a 
benign tumor structurally related to eccrine 
sweat glands, the lesions belong in the large 
and colorful group of solid hidradenomas. 
Lennox ?* has pointed out that in this group 
the observer is often tempted to make new 
subdivisions, but that neither prognostic nor 
therapeutic significance is attached to such 
detailed classification. We agree with this 


reasoning. However, the tumors presented © 


here seem to form a reasonably well-cir- 
cumscribed subgroup, of which one must 
be aware in order to recognize them as 
members of the hidradenoma tribe. More- 
over, the existence of this type of tumor 
serves to support the concept of the epi- 
dermal sweat duct unit, and its recognition 
is therefore of more general biological im- 
portance. 

In choosing a name, several more or less 
complicated and formidable appellations 
were considered, but inasmuch as the open- 
ing of the eccrine gland has long been 
known as the sweat pore, it was felt that 
eccrine poroma is short and precise, even if 
possibly not completely correct. 
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Summary 


Five tumors are presented with the fol- 
lowing common characteristics: (a) They 
were small benign new growths clinically 
resembling papillomas or granuloma pyo- 
genicum, although amelanotic melanoma was 
suspected in three instances. (b) They oc- 
curred on the nonhairy surfaces of the foot. 
(c) Their histologic structure, while re- 
sembling seborrheic verruca and basal-cell 
epithelioma, presented features of the epi- 
dermal eccrine sweat duct unit. 

The salient points of the histology of the 
eccrine sweat pore (epidermal sweat duct 
unit, acrosyringium)’ are discussed, and the 
designation “eccrine poroma” is proposed as 
a subgroup of benign solid hidradenoma. 
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Studies with the Tal Ube of the Furfuryl 
Esher of Vicotinic Acid 


ROBERT J. McCABE, M.D., Cincinnati 





The topical use of nicotinic acid and its 
esters has been studied for some time, 
especially in the field of rheumatology.* 
When the tetrahydrofurfuryl ester of nico- 
tinic acid was used as a rubifacient, it was 
noted that in patients with true rheumatoid 
arthritis, tetrahydrofurfuryl ester showed no 
local erythema on application to the skin. 
This observation led to studies as to whether 
these findings could be used as a diagnostic 
test for the presence of or as an indication 
as to the activity of a rheumatic infection. 
The technique of testing consists in the 
application of approximately 1 gm. of the 
5% ointment to an area on the flexor surface 


of the forearm, using an arbitrary 35 revo- 


lutions. A positive test shows an area of 
erythema and whealing, erythema alone or 
whealing alone (within 25 to 30 minutes). 
In contrast, patients with active rheumatic 
fever showed no reaction at all. It was 
also noted that patients with rheumatic 
fever, controlled by steroids, reacted in a 
manner similar to that in normal subjects. 
Normal positive reactions were observed in 
acute nephritis. It has also been reported 
that the action of tetrahydrofurfuryl ester 
of nicotinic acid is directly upon the skin 
vessels and not by way of H-substances. The 
area of activity is on the capillaries, and, to 
a lesser extent, on the arterioles. The proof 
of this was supposed to be the absence of 
reflex erythema on pricking of the skin.* 
It seemed of interest to repeat these studies 
for dermatology. 

Submitted for publication Nov. 16, 1955. 

From the Department of Dermatology and 
Syphilology, College of Medicine, University of 
Cincinnati. 

* References 1, 2, and 3. 
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_ was strongly suspected. A 13th patient, 


In addition, the ointment of tetrahydro- 
furfuryl ester,has been used as a therapeutic 
agent in some skin diseases thought to be 
associated with rheumatic fever. Previous 
studies on its value in treatment of alopecia 
areata* and frostbite > have been reported. 
Its effect in acrocyanosis and in ulcus cruris 
also has been reported. 


Results in Skin Testing 


First, 15 subjects with normal skin were 
tested. A typical erythematous response 
with whealing or whealing alone was noted 
in all cases. In two cases, a chemical type 
of streaked lymphangitis and lymphadenitis 
was produced. This disappeared within 24 
hours. Skin temperature readings were 
taken before and after application. A con- 
stant increase of 4 degrees (F) was noted. 
The erythema-edema reactions occurred 
within 15 to 20 minutes and were entirely 
absent in two hours. Such findings were 
considered as “normal,” and the term 
“normal response” as used will refer to this 
typical response. 

“Quiescent” Rheumatic Fever.—Eleven 
children, considered and proved by detailed 
laboratory studies to be in an inactive state 
of rheumatic fever were skin-tested. Nine 
of these children showed evidence of cardiac 
damage. The age distribution was 13 to 19 
years. All these subjects demonstrated a 
typical normal response. This, then, was 
consistent with the clinical findings of in- 
activity. In a 12th patient, no skin reaction 
was elicited. This occurred in a hospitalized 
patient in whom a diagnosis of myocarditis 














proved to be in an active phase of rheumatic 
fever, but well controlled by steroid therapy, 


+ References 6 and 7. 
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gave a normal skin reaction. This is con- 
sistent with findings of other reports.’ One 
child in a postnephritic state, whose only 
positive finding was hypertension, gave a 
“normal” response. 

Rheumatoid Arthritis.—Skin testing of a 
6-year-old boy with active rheumatoid arth- 
ritis failed to elicit any evidence of skin 
reaction, and he was considered to have an 
“abnormal” test. In a middle-aged woman, 
with a diagnosis of osteoarthritis, the skin 
test was strongly positive on the forearm 
but repeatedly negative over a Heberden’s 
node on the index finger. 

Lupus Erythematosus.—Our findings in 
this disease have been of some interest. One 
patient was a 16-year-old -girl with acute 
disseminated lupus erythematosus. In this 
patient the disease had been well controlled 
by steroids for the past three years. Oc- 
casionally, even with a decrease of her main- 
tenance dose, severe relapse occurred. It 
was in a state of such a relapse that a skin 
test was performed. Readings at one-half, 
one, and one and one-half hours showed no 
skin reaction. However, in two hours a 
severe erythematous response was noted. 


This erythema, moreover, persisted for eight 
hours. This, then, represents a new response 
noted for the first time and is a form of de- 
layed reaction. In three cases of so-called 
subacute disseminated lupus, skin tests were 
applied to abnormal and normal skin. No 
reaction was noted. In five cases of the 
chronic discoid variety, testing was per- 
formed in normal and abnormal areas, and 
normal results were noted. 

Dermatomyositis—Two cases of ad- 
vanced dermatomyositis failed to elicit any 
reaction on either normal or abnormal skin. 

Scleroderma.—Two cases of localized 
scleroderma were skin-tested and showed a 
typical erythematous response. One case of 
generalized scleroderma showed no response 
to the application. 

Miscellaneous Conditions.—Skin testing 
was done also on two patients with atopic 
dermatitis, one with mycosis fungoides, one 
with cirrhosis with an erythema multiforme 
eruption, one with penicillin urticaria, two 
women with marked senile skin changes, and 
two cases of dermographism. All of these 
cases exhibited a typical erythematous or 
“normal” reaction. 


Skin-Test Reactions 














Cases No. Reactions 
Normaft Subjects_......-...:-2-...------.--.- 15 Erythema(3+) and Edema 
‘Inactive Rheumatic Fever...........-.------- u Erythema (1+ to 3+) and Edema 
Active Rheumatic Fever-_..............-..--- 2 None 
Active Rheumatic Arthritis -..............-. 2 None 
Osteoarthritis...............--.--------------- 1 4+ Erythema 
Acute Lupus Erythematosus..........--....- 1 None 
Subacute Lupus Eryth COMB ac ckccsc ccd. 3 None 
Localized Scleroderma -.............---...--- 5 3+ Erythema 
Generalized Scleroderma .............-...--- 1 None 
Far-Advanced Dermatomyositis.............- 2 None 
Postnephritic state ............--.....-..----- 1 2+ Erythema 
Atopic dermatitis. 0.225632 62..00.-500 08 2 4+ Erythema 
Mycosis fungoides_..........-......-..-.-.-.- 1 3+- Erythema 
Erythema multiforme._-...............--.-.- 1 2+ Erythema 
Penicillin urticaria..-....2........-....2.--.2. 2 3+ Erythema 
NN ae cca s seas cence s cabs tane 2 3+ Erythema 
Dermographism...._............----.-----.-- 2 3+ Erythema 
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Furfuryl Ester as a Topical Therapeutic 
Agent 


Since the normal skin reaction was one 
of severe local erythema involving vasodila- 
tation with an increase in local temperature, 
it was thought that perhaps this ester might 
be used as a therapeutic agent in the treat- 
ment of certain dermatologic disorders 
where these reactions seemed desirable.t 

Sixteen cases of alopecia areata were 
treated by two applications daily. These 
cases have been followed for one to four 
months with no significant improvement 
noted save in three cases. All responded 
typically with a mild erythema, and, oc- 
casionally, whealing on the scalp. The reac- 
tion was much less severe than on the skin 
elsewhere. Five cases of localized sclero- 
derma are now under treatment. It is as 
yet too soon to decide the efficacy of this 


means of therapy, although three cases have. 


shown minor improvement. One case of 
linear scleroderma has shown definite im- 
provement. One case of generalized sclero- 
derma has shown improvement in terms of 
softening and increased pliability of the 
skin of the fingers and forearms. Two cases 
of pseudopelade were treated, with no bene- 
ficial effects noted. From these preliminary 
studies, it is suggested that this material be 
employed as a local therapeutic agent in 
localized scleroderma and perhaps also as 
adjuvant topical therapy in alopecia areata. 


Summary 


Localized erythema and whealing are the 
usual responses (normal) to the topical ap- 
plication of the tetrahydrofurfuryl ester of 
nicotinic acid on the skin of normal patients. 
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Lack of response was noted in one case of 
suspected active rheumatic fever and in two 
cases of rheumatoid arthritis. A negative 
(abnormal) response was noted in three 
cases of subacute disseminated lupus ery- 
thematosus, while a delayed response was 
noted in one case of acute disseminated 
lupus erythematosus. A negative response 
wa: found in two cases of dermatomyositis 
and in one case of generalized scleroderma. 
Normal skin reactions were noted in a va- 
riety of unrelated dermatologic disorders 
including localized scleroderma. Studies, 
especially in localized scleroderma and alo- 
pecia areata, are now being done to evaluate 
this ester of nicotinic acid as a local thera- 
peutic agent. _ 
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In the last five years the keratoacanthoma 
has been the subject of an increasing num- 
ber of publications and is now widely ac- 
cepted as a clinical entity of relatively 
common occurrence. Although the interest 
aroused has extended to other pseudoepithe- 
liomatous conditions, very few reports have 
been published of the self-healing epitheli- 
oma of Ferguson Smith; we have traced 
only 22. The apparent rarity of this dis- 
order justifies the publication of a further 
case, certain features of which may add to 
our knowledge of the pathogenesis of the 
syndrome. 


Report of Case 


This woman was born 1900 in Suffolk, Eng- 
land. Her parents were also born in Suffolk. 
Careful enquiry among her surviving relatives has 
not disclosed any further cases in the family. 
She had two brothers and five sisters, four of 
whom are alive and well. The causes of death 
of the three who have died are not known to the 
patient. 

Her health has always been satisfactory. Mild 
diabetes, adequately controlled by restriction of 
carbohydrates, was discovered in 1951. 

In 1935 a lesion at the left angle of the mouth, 
which was stated to be epithelioma, was treated 
with radium. No details are availatle. In Sep- 
tember, 1950, a “pimple” appeared on the left fore- 
arm and gradually enlarged. She was first ex- 
amined at the West Suffolk Hospital on Jan. 
25, 1951, by Dr. Whittle and Dr. Lyell, when a 
firm bluish-red nodule, about 2.5 cm. in diameter, 
with a depressed ulcerated center, was present 
on the flexor surface of the left forearm just 
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below the cubital fossa. A biopsy was performed. 
The pathologist reported as follows: “A piece of 
skin including a well differentiated squamous car- 
cinoma situated almost entirely beneath the sur- 
face epidermis and appearing as if it may have 
originated from a small sebaceous cyst.” When 
the patient was next seen, two weeks later, the 
lesion was considered to be smaller, and further 
examination at short intervals confirmed that 
spontaneous regression was taking place. No treat- 
ment was given, and by June, 1951, resolution 
was almost complete. Three months later only 
a scar remained. 

In May, 1952, a similar lesion appeared on the 
upper lip to the left of the midline. The patient 
was seen by Dr. Aian Lyell, who noted the 
yellowish color of the lesion, which was covered 
by numerous telangiectases. It was excised and 
was considered by the pathologist to be a well- 
differentiated squamous epithelioma. In June, 1952, 
a new lesion developed on the left side of the 
bridge of the nose. It was described, when it had 
been present for one week, as an_ ill-defined 
yellowish swelling. It continued to enlarge for 
about six weeks, reaching a diameter of 1.3 cm. 
Spontaneous resolution was complete by March, 
1953, and a sharply outlined but rather irregular 
scar remained. 

In June, 1953, a further lesion developed lateral 
to the outer canthus of the left eye, and a month 
later, another to the left of the midline on the 
upper lip. By March. both lesions had healed 
completely, and when the patient was last ex- 
amined, in April, 1955, no new lesions had ap- 
peared. 

General physical examination of the patient re- 
vealed no abnormalities. Intermittent glycosuria 
was present. The Wassermann and Kahn reactions 
were negative. The serum cholesterol was 400 
mg/100 ml. in May, 1952. 


Clinical and Histological Features 


Including the present case, reports of 23 
cases of multiple self-healing epithelioma 
have been discovered. A further case is 
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mentioned by Witten and Zak (1952), but 
no details are given. The distribution and 
eruptive character of the lesions in patients 
described by Witten and Zak (1952) and 
by Grzybowski (1950) are sufficiently dis- 
tinctive to warrant their provisional exclu- 
sion from this discussion; they receive 
further consideration below. 

Sex.—Male, 17; female, 5. 

Family History.—Seven (doubtful in two 
further cases). 

Race.—All patients were of European 
descent. Ten were of Scottish origin. 

Age of Onset of Tumors.— Under 20 
years, 7 (youngest 13); 21-30 years, 5; 
31-40 years, 5; 41-50 years, 2; 51-60 years, 
2. Average age of cases with definite family 
history 25; others, 32.16. 

Occupation—All but two of the males 
were manual workers. Six, including two 
miners, were possibly exposed to contact 
with mineral oils at work; two were 
much exposed to sunlight from the nature 
of their occupations and three others from 
their country of residence (South Africa 
and Cuba). However, the exposure of 
miners to light must be abnormally low. 

Distribution.—The lesions have devel- 
oped on the face, neck, or ears in 21 cases; 
the hands and forearms in 17; the thighs 
and legs in 11; the trunk in 3; the perineum 
in 2; the scalp in 2; the lips (vermilion 
border) in 3. 

In two cases the lesions were confined to 
the face. In all others multiple sites were 
involved. 

In the case ‘reported by Marshall and 
Pepler (1954) and in the present case the 
lesions were entirely confined to the left 
half of the body. 

Morphology.—The gross appearance and 
evolution of the individual lesion has varied 
considerably from case to case. Most com- 
monly the resemblance to keratoacanthoma 
or to squamous epithelioma is close, and 
many authors describe dome-shaped nodules 
with raised rolled edge and depressed cen- 


ter. Ferguson Smith (1934) observed a 
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minute reddish papule with horny plug, en- 
larging very rapidly to form the typical 
crateriform ulcer. Dowling’s patient (1954) 
had presented with the complaint of 
“chronic boils”; the lesions are described 
as keratotic lumps with a little erythema and 
some irregular epidermal hyperplasia, in- 
flammatory at first, breaking down into 
ulcers after four weeks. Pegum (1954) 
noted that the early lesions were painful, 
Marshall and Findlay (1953) drew atten- 
tion to variations in the appearance of the 
active lesions; crateriform ulcers on_ the 
upper lip and neck; flat elevated plaques 
and smooth nodules on the neck, and ver- 
rucous and ulcerated lesions of neck and 
forearms. In Ferguson Smith’s patient 
(1934) the lesions tended to be larger on 
the legs. 

In the present case, as in Pegum’s pa 
tient (1954), not all the lesioris developed 
into ulcers of epitheliomatous appearance, 
Some persisted as bluish-red or yellowish 
nodules with conspicuous telangiectasia or 
with very superficial ulceration manifest as 
light crusting of the surface. The size of the 
lesions is as variable as are their other 
features, usually 1 to 2 cm. in diameter 
but sometimes very much larger. 

Mackenzie (1955) recorded enlargement 
of the regional lymphatic glands. They were 
removed by block dissection and showed 
only inflammatory changes. Enlargement of 
the regional glands was noted also in one 
of the cases reported by Charteris (1951). 

The duration of the individual lesion be 
fore spontaneous healing is complete has 
ranged from five or six weeks to nearly nine 
months. Where the exact duration is re 
corded it has usually been about six months, 

The appearance of the scar may be s0 
characteristic as materially to assist the diag- 













pitted scar with an irregular, sometimes 
crenelated and overhanging margin. Currie 
and Ferguson Smith (1952) found scars of 
this type on the face but flat smooth scars 
on arms and legs, and a similar difference in 
the type of scar was apparent in the present 
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case. Marshall and Findlay (1953) de- 
scribed scars of four types: deep white 
pitted scars of face and neck, scars with 
crenelated edges surrounding perforations 
of the ear lobes, scars on the neck, with 
overhanging edges resembling healed scrof- 
uloderma, and superficial flat scars on fore- 
arms and hands.’ 


Histology 


According to Currie and Ferguson Smith 
(1952), “It may be stated categorically that 
the tumours in the first stage are structur- 
ally squamous-cell carcinomata of the skin 
which satisfy the accepted histological cri- 
teria of malignancy, albeit of low grade. 
These growths, though active, are well dif- 
ferentiated. Invasion is by infiltrating col- 
umns most of which are continuous with 
the surface epithelium. Keratinisation is 
prominent. Prickle cells are numerous and 
palisading of the periphery of the groups 
of infiltrating cells is often marked. Mitoses 
are few. Invasion of lymphatic channels is 
exceptional. . . . There is a tendency to 
lateral rather than deep infiltration.”’ In one 
of the tumors in the two new cases reported 
in this paper infiltration had proceeded to 
the level of the sweat glands. In Sommer- 
ville and Milne’s patient (1950) the growth 
from the right ala nasi showed “an un- 
equivocal infiltrative squamous carcinoma,” 
penetrating down among the fibers of the 
levator labii superioris alaeque nasi muscle. 
Lymphatic permeation was detected by 
Currie and Ferguson-Smith (1952) in tu- 
mors from the ear and the anal region in 
one case. 

In many reports of cases, showing no 
essential clinical difference from those men- 
tioned, the close histological resemblance of 
the tumors to keratoacanthoma has been 
emphasized (Marshall and Findlay, 1953; 
Ereaux and co-workers, 1955). 

In the case reported by Dowling and 
co-workers (1954) there was a verrucous 
irregular hyperplasia of the epidermis with 
a peculiar budding of the rete pegs, and 


individual lesions from other cases have 
shown various gradations from an indeter- 
minate pseudoepitheliomatous hyperplasia to 
the distinctive features of well-defined kera- 
toacanthoma or of apparently unquestion- 
able invasive carcinoma. 


Etiology and Pathogenesis 


Currie and Ferguson Smith (1952) be- 
lieved that the accepted occupational hazards 
could be excluded, and they found no sup- 
port for Sommerville and Milne’s sugges- 
tion (1950) that actinic radiation was a 
factor. They noted the earlier onset of the 
tumors as compared with the common type 
of squamous ep.ihelioma, and, since in some 
of the cases the condition developed at 
puberty, they nostulated an endocrine fac- 
tor perhaps operating on a hereditary dia- 
thesis. 

Marshall and Findlay (1953), writing 
from South Africa, also felt that there was 
no evidence to incriminate sunlight as a 
provocative factor. They pointed out that 
many accounts of the histology of these tu- 
mors have emphasized the apparent origin 
of some of the lesions from pilosebaceous 
follicles and suggest that their self-healing 
property may be due to their derivation 
from the hair apparatus, as the result of 
which they are extruded after a time at 
the appropriate point in the growth cycle 
of the follicle. However, in those more re- 
cently reported cases (Rabut and Hewitt, 
1954; Puente Duany, 1954) typical lesions 
developed on the vermilion border of the 
lips, and this hypothesis is therefore not 
universally applicable. 

Fouracres and Whittick (1953) believed 
that the self-healing epithelioma was of in- 
fective origin and that increased opportuni- 
ties for spread of the infection within a 
family could explain the apparently heredi- 
tary incidence. Ereaux and co-workers 
(1955) succeeded in isolating a virus from 
one case. 


Marshall and Pepler (1954) considered 
the unilateral distribution of the tumors in 
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their case to be very much in favor of a 
nevoid origin. The present case lends fur- 
ther support to the probable importance of 
a nevoid factor in multiple self-healing epi- 
thelioma, and while a unilateral distribution 
does not completely exclude the possibility 
that an infective agent is concerned, it 
lessens the probability. 
Relationship to Keratoacanthoma 

Currie and Ferguson Smith (1952), ap- 
parently basing their opinion on the report 
of MacCormac and Scarff (1936), consid- 
ered that the molluscum sebaceum (keratoac- 
anthoma) bore no relationship to the cases 
they described. 

Other authors (Whittle and Lyell, 1952; 
Fouracres and Whittick, 1953; Marshall 
and Findlay, 1953; Marshall and Pepler, 
1954) believe that the conditions are iden- 
tical. The arguments in support of this 
opinion are the frequently observed close 
similarity of the clinical appearance and 
course of the individual lesions of both 
types and the often indistinguishable histo- 
logical changes. The arguments against are 
the occasional occurrence in cases of mul- 
tiple self-healing epitheliomata of individual 
lesions differing in their morphology from 
keratoacanthoma and in their multiplicity, 
the considerably younger age of onset of 
the former, the apparent hereditary inci- 
dence, and the undoubtedly invasive histo- 
logical features in some of the lesions. 

The far wider variation in the clinical and 
histological features of multiple self-healing 
epitheliomas can perhaps be explained by 
the greater difficulty involved in establishing 
the clinical and histological diagnosis of the 
isolated lesion. A tumor which does not 
conform closely to the typical clinical fea- 
tures of keratoacanthoma or which shows 
histological evidence of invasive propensities 
will never intentionally be left untreated, 
and its capacity for spontaneous regression 
must remain unknown. In the presence of 
the scars of similar lesions which have 
healed without treatment, atypical and ap- 
parently sinister clinical and histological 
features are more likely to be ignored. Re- 
cently solitary keratoacanthomata showing 
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histological but not clinical evidence of ma- 
lignancy have been reported by Dupont 
(1954) in five cases and by Huriez and co- 
workers (1954) and by Vaccari and Taglia- 
vini (1955) in single cases. 

The keratoacanthoma is usually solitary, 
but not necessarily so (Allington, 1955; 
Whittle and Lyell, 1952; Binkley and John- 
son, 1955), and the number of lesions 
provides no valid criterion for the differen- 
tiation of the two conditions. The lower 
age of onset, the familial incidence, and the 
occasional unilateral distribution of the tu- 
mors all suggest that an inborn and perhaps 
genetically determined defect may provide 
conditions particularly favorable to the de- 
velopment of the tumors but does not for 
that reason differentiate them sharply from 
similar tumors apparently developing spo- 
radically. 

In compiling the table of reported cases of 
multiple self-healing epithelioma, we have 
included those cases with a positive family 
history, those in whom new lesions contin- 
ued to develop over a period of years, and 
those with lesions on covered sites on which 
the isolated keratoacanthoma is rare. The 
difficulty encountered in defining any unex- 
ceptionable criterion for the differentiation 
of the two conditions emphasizes their essen- 
tial similarity. 


Relationship to the Tumor-like 
Keratosis of Poth 


The tumor-like keratosis reported by 
Poth (1939) has many features in common 
with keratoacanthoma and is probably not 
rare, but up to the present too few cases 
have been described to allow a careful evalu- 
ation of its relationship to superficially sim- 
ilar lesions. Similar observations apply to 
the so-called “pseudorecurrence” following 
radiotherapy of cutaneous and other neo- 
plasms (Walter, 1950), a relatively common 
condition deserving further study. 


The Cases of Grzybowski and of 
Witten and Zak 


We have excluded these remarkable cases 
from our table because they differ in many 
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Multiple Self-Healing Epithelioma: Reported Cases 














Age 








Country 
At of Family 
Case | Date Author Age | Sex | Onset | Occupation Origin History Site 
1 | 1934 | Dunn and Fe nm 42-|M 42 Sheet Iron Scotland ck! Right thigh, left heel 
1952 Smith, and Currie Worker 
and Ferguson Smith 
2 | 1934 | Ferguson Smith 23 M 16 Miner Scotland rat: i * 
i thighs, leg,  peri- 
neum, trunk 
3 | 1948 | Ayres 63 M 40 he U.S.A. Se, Face, ears, hand 
4 | 1948 | Ferguson Smith 58 M 29 Miner Scotland ? Face, ears, nose, neck, 
father arms, legs 
5 | 1950 | Sommerville and 34 F 18 Armed Mother, broth-| Scalp, face, ears, nose, 
Milne Forces er, mater- forearms, legs 
nal aunt 
6 | 1951 | Charteris 69 M 23 oe Scotland f Face, forearms, peri- 
father neum 
7 | 1951 | Charteris 28 M 21 Printer Scotland Son of Case 6 | Face, ears, thigh, legs 
8 | 1951 | Charteris 43 M 38 Printer Scotland Son of Case6 | Face, ears, wrist, leg 
9 | 1951 | Charteris 29 M 13 Engineer Scotland Son of Case 6 | Face, ears 
10 | 1951 oo (cited by No details New York 
itten and Zak) 
11 | 1952 | Currie and Ferguson 58 F 55 Office; Scotland Cousin of Case} Face, ears, arms, 
Smith om Sapa 8and9 hands, thighs, legs 
or! 
12 | 1952 | Currie and Ferguson 16 F 16 Machinist Scotland Daughter of Face, hand, thigh 
Smith Case 1 
13 | 1952 | Samman ? 6 yr. ae Born N,. ws Face 
before England 
14 | 1953 | Marshall and Findlay | 42 40 Lorry driver} South Africa; ~ Face, neck, ears, fore- 
remote Ital- arms 
ian ancestry 
15 | 1954 | Dowling and co- 38 M 18 Seaman Canadian; 6 Face, neck, shoulders, 
workers no Scottish hands, arms, legs 
ancestry 
17 | 1954 | Puente Duany 52 51 Commerce Cuba ss Face, forearms, hands. 
ips 
18 | 1954 | Marshall and‘Pepler 37 26 Contractor | South Africa; oe Face, ears, neck, chest, 
remote upper arm (Left side 
German- of body only) 
Dutch 
19 | 1954 | Pegum 32 M 14 Ship’s ? Aunt, Face, ears, hands, left 
joiner mother, leg 
sister 
20 | 1954 | Rabut and Hewitt 46 F 18 None France ig Face, arms, hands, 
; feet, sole, lips 
21 | 1955 | Ereaux and co-workers| 41 M 22 Engineer Canada cs Face, hands, arms 
22 | 1955 | Mackenzie 56 M 34 Farmer North sii Face, scalp, neck, 
England limbs 
23 | 1956 | Rook and Moffatt 55 F 35 Housewife England és Face, forearms (Left 





























side of body only) 





respects from the multiple self-healing epi- 
thelioma of the Ferguson Smith type. 
Grzvbowski’s patient (1950) was a man 
aged 57, who during a period of seven years 
had developed thousands of small tumors; 
many were 2-3 mm. in diameter and umbil- 
icated, soft, and containing greasy white 
material; the larger tumors, some the size 
of a cherry, were hard and sometimes pedun- 
culated. The tumors were largely confined 


to the seborrheic areas, involving the scalp, 
face, neck, and upper trunk, but also the 
sacral region and the oral mucous mem- 
brane. Each individual lesion, after reach- 
ing its maximum size, healed in four to 
eight months, leaving a pitted scar. The 
histological examination showed squamous 
epitheliomata of follicular origin. 

Witten and Zak’s patient (1952) was a 
man aged 49, who over the course of a 
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year had deveioped thousands of lesions 
covering most of the body surface but spar- 
ing the mucous membranes. Most numerous 
were small hard follicular papules with cen- 
tral horny plugs; there were also many 
warty nodules of split-pea size and occa- 
sional large tumors. The commonest site 
of origin of the tumors was the hair follicle. 
The histological appearance of some of the 
lesions resembled closely that described by 
Ferguson Smith. It is: perhaps unreason- 
able, in view of histological similarities and 
the parallel course of the individual lesions, 
to differentiate these two cases too rigidly 
from the Ferguson Smith type of epitheli- 
oma, but the eruptive character of the 
lesions in these cases is so impressive that 
we hesitate prematurely to equate two un- 
knowns. 


Conclusions 


This report of a second case of multiple 
self-healing epithelioma of unilateral distri- 
bution strengthens the hypothesis that many, 
and perhaps all, such cases occur by predi- 
lection in persons with an inborn and pos- 
sibly hereditary defect. There appear to be 
no valid reasons for differentiating the mul- 
tiple self-healing epitheliomas from the 
keratoacanthoma. If some abnormality of 
surface or follicular epithelium is a pre- 
requisite for the dévelopment of these 
tumors, it is perhaps congenital in the for- 
mer case and acquired in the latter. A 
comparable situation perhaps exists to that 
found in xeroderma pigmentosum and ad- 
vanced degenerative changes provoked in 
the elderly fair-skinned person by many 
years exposure to sunlight. 

The number of cases of self-healing epi- 
thelioma so far reported is small and does 
not incriminate any single provocative fac- 
tor. It may be that in the presence of some 
cutaneous abnormality more than one factor 
can initiate tumor formation. The keratoac- 
anthoma can apparently be initiated by con- 
tact with tar (Rook and Whimster, 1950) 
or oil (Binkley and Johnson, 1955). We 
have preferred to leave the question of the 
relationship of Poth’s keratosis (1939) and 
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the pseudorecurrences after radiotherapy 
to keratoacanthoma in abeyance until these 
conditions have been more fully investi- 
gated, but they are of great interest as 
pseudoepitheliomatous reactions provoked 
by known external agencies. 

The histogenesis of multiple self-healing 
epithelioma remains uncertain. Careful his- 
tological studies by serial-section techniques 
have demonstrated the origin of some of 
these lesions from the pilosebaceous follicle, 
but since they have developed in three cases 
on the vermilion border of the lips, some at 
least must have a different point of origin. 

The multiple self-healing epithelioma has 
a theoretical interest and sigrificance far 
outweighing its practical importance. A 
history of spontaneous healing of similar 
lesions may justify withholding treatment 
from a tumor which according to accepted 
criteria is histologically malignant and 
which occurring in isolation would demand 
immediate removal or radiotherapy. Roh- 
denburg (1918), under the suggestive title 
“Fluctuations in the Growth Energy of 
Malignant Tumours in Man with Special 
Reference to Spontaneous Regression,” re- 
viewed the literature exhaustively, and the 
cases he collected included 11 epitheliomata 
of the skin. He drew attention to the many 
and varied factors which have preceded and 
perhaps induced spontaneous regression. 
Currie and Ferguson Smith (1952) found 
that critical examination of a large series 
of squamous carcinomata of low-grade ma- 
lignancy revealed in a surprisingly high 
proportion regressive changes similar to 
those found in multiple self-healing epi- 
thelioma though less pronounced. Touraine 
and Duperrat (1936), in a detailed review 
of reported cases of spontaneous regression 
of skin cancer, refer to the opinions of 
many authorities that if spontaneous regres- 
sion takes place the original histological 
diagnosis of cancer was incorrect. They 
conclude that skin tumors fully satisfying 
all the histological criteria for the diagnosis 
of cancer have occasionally regressed. The 
mechanisms of spontaneous regression are 
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as great a mystery now as they were when 
Rohdenburg discussed them nearly 40 years 
ago. The rare cases of multiple self-healing 
epithelioma offer the opportunity for the 
study of this problem in man without risk 
to the patient. Our criteria for the deter- 
mination of the borderline between the 
benign and the malignant in cutaneous epi- 
theliomata may require revision. The age of 
the patient, the site of the lesion, endocrine 
factors, the presence of preexisting abnor- 
malities of the skin, inherited and acquired, . 
may all modify the “growth energy” of the 
tumor. : 


Summary 


‘ A new case of multiple self-healing epi- 
thelioma is described in which the tumors 
were entirely confined to the left half of the 
body. 

The 23 reported cases of multiple self- 
healing epithelioma are tabulated, and the 
clinical and histological features of the con- 
dition are reviewed. 

The probable relationship of this condi- 
tion to the keratoacanthoma is discussed. 

The value and importance of multiple - 
self-healing epithelioma in the study of the 
process of spontaneous regression of skin 
cancer is emphasized. 


BIBLIOGRAPHY 


Allington, H. V.: Keratoacanthomas, Multiple, 
A.M.A. Arch. Dermat. 72:391, 1955. 

Ayres, S., Jr.: Squamous Cell Epithelioma (Self- 
Healing Type), Arch. Dermat. & Syph. 58:584, 
1948. 


Binkley, G. W., and Johnson, H. H., Jr.: Kerato- 
acanthoma (Molluscum Sebaceum), A. M.A. 
Arch. Dermat. 71:66, 1955. 

Charteris, A. A.: Self-Healing Epithelioma of 
the Skin, Am. J. Roentgenol. 65:459, 1951. 

Currie, A. R., and Smith, J. F.: Multiple Primary 
Spontaneous-Healing Squamous-Cell Carcinoma 
of the Skin, J. Path. & Bact. 64:827, 1952. 

Dowling, G. B.; Calnan, C. D., and Tipping, D. 
R.: Self-Healing Squamous Cell Epithelioma of 
Ferguson Smith, Tr. St. John’s Hosp. Dermat. 
Soc. 33:60, 1954. 

Dunn, J. S., and Ferguson Smith, J.: Self-Healing 
Primary Squamous Carcinoma of the Skin, 
Brit. J. Dermat. 46:519, 1934. 


Dupont, A.: Le Kératoa-acanthome: Ann. dermat. 
et syph. 81:621, 1954. 

Ereaux, L. P.; Schopflocher, P., and Fournier, C. 
J.: Keratoacanthomata, A. M. A. Arch. Dermat. 
71:73, 1955. 


Ferguson Smith, J.: A Case of Multiple Primary 
Squamous-Celled Carcinomata of the Skin in a 
Young Man, with Spontaneous Healing, Brit. J. 
Dermat. 46: 267, 1934. 

Multiple Primary, Self-Healing Squamous Epi- 
thelioma of the Skin, Brit. J. Dermat. 60:315, 
1948. 

Fouracres, F. A., and Whittick, J. W.: The Rela- 
tionship of Molluscum Sebaceum (Keratoacan- 
thoma) to Spontaneously Healing Epithelioma 
of the Skin, Brit. J. Cancer 7:58, 1953. 


Grzybowski, M.: A Case of Peculiar Generalized 
Epithelial Tumours of the Skin, Brit. J. Der- 
mat. 62:310, 1950. 

Huriez, C.; Driessens, J.; Clay, and Desmons, F.: 
A propos d’une observation de kératoacanthome, 
Bull Soc. frang. dermat. et syph. 61:13, 1954. 


MacCormac, H., and Scarff, R. W.: Molluscum 
Sebaceum, Brit. J. Dermat. 48 :624, 1936. 

Mackenzie, C. W.: Multiple Epitheliomata, Brit. 
J. Dermat. 67:29, 1955. 

Marshall, J., and Findlay, G. H.: Multiple Pri- 
mary Self-Healing Squamous Epithelioma of 
the Skin (Ferguson Smith), and Its Relationship 
to Molluscum Sebaceum, South African M. J. 
27 :1000, 1953. 


and Pepler, W. J.: Mollusca Pseudocarcino- 
matosa: Discussion of a Case of the Ferguson 
Smith Type of Unilateral Distribution, Brit. J. 
Cancer 8:251, 1954. 

Pegum, J. S.; Familial Primary Self-Healing 
Squamous Epitheliomata of the Skin (Ferguson 
Smith), Proc. Roy. Soc. Med. 47 :403, 1954. 

Poth, D. O.: Tumour-like Keratoses: Report of 
a Case, Arch. Dermat. & Syph. 39:228, 1939. 

Puente Duany, N.: Tumores cutaneos de estruc- 
tura espinocelular y caractere benigno: Una 
Nueva Forma clinica, Arch. cubanos cancerol. 
13 :327, 1954. 

Rabut, R., and Hewitt, J.: Kerato-acanthomes 
multiples successifs: Localisation labiale, Bull. 
Soc. frang. dermat. et syph. 61:14, 1954. 

Rohdenburg, G. L.: Fluctuation in the Growth 
Energy of Malignant Tumours in Man with 
Especial Reference to Spontaneous Regression, 
J. Cancer Res. 3:193, 1918. 

Rook, A. J., and Whimster, I. W.: Le Kérato- 
acanthome, Arch. belges. dermat. et syph. 6:137, 
1950. 

Samman, P. D.: Multiple Self-Healing Epithelio- 
mata (Ferguson Smith), Brit. J. Dermat. 
64:297, 1952. 





531 








Sommerville, J., and Milne, J. A.: Familial 
Primary Self-Healing Squamous Epithelioma 
of the Skin (Ferguson Smith Type), Brit. J. 
Dermat. 62 :485, 1950. 

Touraine, A., and Duperrat, B.: Guérison spon- 
tanée de certains cancers cutanés. Spontaneous 
Cure of Certain Skin Cancers, Ann. dermat. 
et syph, 7:545, 1936. 


532 


A. M. A. ARCHIVES OF DERMATOLOGY 


Vaccari, R., and Tagliavini, R.: Il Kerato- 
acanthoma, Arch. ital. dermat. sif. 27:239, 1955. 

Whittle, C. H., and Lyell, A.: Molluscum Seba- 
ceum (Kerato-Acanthoma Benign Epithelioma), 
Brit. J. Dermat. 64:424, 1952. 

Witten, V. H., and Zak, F. G.: Multiple, Primary, 
Self-Healing Prickle-Cell Epithelioma of the 
Skin, Cancer 5:539, 1952. 














UMI 


Preudofolliculttis of the 


JGHN S. STRAUSS, M.D. 
and ; 
ALBERT M. KLIGMAN, M.D., Ph.D., Philadelphia 


STL 





It is remarkable that since Dubreuilh’s* 
original report there has been so little in- 
vestigative study of this exceedingly com- 
mon disorder; not even a name has been 
agreed upon. Among the terms used by 
previous writers are pili incarnati,? follicu- 
litis barbae traumatica,? and chronic scar- 
ring pseudofolliculitis of the Negro beard,‘ 
but in common dermatological parlance it is 
probably oftenest referred to as chronic 
sycosis barbae, a designation which is both 
inaccurate and misleading. “Pseudofollicu- 
litis of the beard” seems an apt name and 
will be used henceforth in this paper. 

The disease is usually considered to be 
peculiar to the Negro, and in fact in its 
severe forms it is essentially restricted: to 
this race (Fig. 14). It is rare in Cauca- 
sians and usually far less severe, sometimes 
with only a few scattered lesions. The 
characteristic lesions are erythematous firm 
papules and pustules containing buried 
hairs, principally on the undersurface of the 
chin and neck. Occasionally, a pyogenic 
infection becomes superimposed on the basic 
state, augmenting the inflammatory reaction 
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and often leading to acute impetiginization 
with oozing and crusting. The disease is 
notoriously chronic and rebellious to the 
usual methods of therapy. Fine linear de- 
pressed criss-crossed scars, described by 
Pinkus,* are an ultimate sequela in some 
cases. 

Previous investigators have not studied 
the disease experimentally. Pinkus’s obser- 
vations and biopsies of two patients with 
active lesions constitutes the most complete 
investigation to date. His account comes 
closest to an understanding of the essential 
forces in pathogenesis. He correctly has 
recognized the ingrown hairs to be the path- 
ological sine qua non of the disease. 

The principal aims of this paper are: (1) 
to disclose the factors contributing to the 
disease’s evolution and (2) to present a 
practical method of treatment. The experi- 
mental subjects were 43 Negro males, all 
inmates at a county prison. Negroes have 
been used because the disease is most easily 
experimentally reproduced in this race. The 
obvious advantage of using a captive popu- 
lation is that the subjects live in a standard 
environment, permitting daily observation 
and precise experimental manipulation. 

The experimental findings on pathogene- 
sis will be detailed under three headings: 
(1) mechanical factors, (2) bacterial fac- 
tors, and (3) microscopic observations. 


Mechanical Factors 


Direct observations of the behavior of 
individual hairs of the bearded area were 
made with a Zeiss stereomicroscope, but 
on the whole the sequence of events could 
be followed adequately with the naked eye. 
Such observations uniformly showed the 
anatomical characteristic on which the dis- 
ease depends; a strongly curved hair which 
emerges briefly almost parallel to the skin’s 
surface and shortly reenters the skin to 
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Fig. 1—A, Negro man with chronic pseudofolliculitis of the beard. B, m&rked curvature 


of Negro beard hairs. 
form an ingrown hair. This habit of the 
hair is determined by the strong curvature 
of the hair follicle. The hair, in its intra- 


follicular course, often traverses an arc of 


[ 


Many of these hairs are reentering the skin; reduced from mag. X Y. 


180 degrees, reentering the skin and grow- 
ing downward as if it were going to com- 
plete a full 360-degree circle (Fig. 1B and 
Fig. 2). This curvature of the beard hair 


p Bi 


Fig. 2.—Thick sections, demonstrating the curved follicles and’ the tendency of the hair to 
complete a circle. Stained with Best’s carmine and cleared in methyl salicylate. A, an arc of 
almost 180 degrees is described by the intrafollicular course of the hair (CH) ; note ‘the pointed 


ingrown tip (JT); 


reduced from mag. X 30. B, curved hair (CH) with a papule (P) at the 


point where the ingrown tip (JT) has reentered the skin; reduced from mag. X 30 
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is a strong racial characteristic of the 
Negro, and is especially predominant in the 
submandibular region. The same hair fea- 
tures, to a lesser degree, characterized the 
ingrown hairs of three Caucasians under 
observation with diminutive signs of this 
disorder. Immediately after very close shav- 
ing with the usual safety razor, direct ex- 
amination shows that many of the beard 
hairs are missed, as they hug the surface too 
closely. It is these very hairs which will 
become ingrown. Moreover, those hairs that 
are cut must, of necessity, in view of their 
emerging practically parallel with the skin 
surface, be cut obliquely, producing a sharp 
pointed tip which doubtlessly facilitates pene- 
tration into the skin. As the hair extends 
along the surface, recurving towards the 
skin, it-soon makes a dimple in the skin at 
the point of reentrance. As it continues to 
grow downward, the hair ruptures the epi- 
dermis and tends to complete the arc of the 
circle. In such an ingrown hair, the ex- 
ternal portion is rarely more than 1.5 to 2 
mm. in length, signifying that the point of 
reentry is close to the follicle. Pinkus * has 
felicitiously called this a “loop hair.” Un- 
commonly, but of significance in respect to 
the therapy which we shall recommend, the 
short external segment was bridged over 
by a thin translucent fold of tissue; that is 
to say, the hair was completely buried 
throughout its length. It is obligatory that 
the hair reenter the skin within a short 


‘distance from its follicle, else the forces 


required to push it downward would be in- 
adequate. The external segment of the hair, 
if long, will bend before sufficient force 
can be exerted at the pointed tip. For 
similar reasons, the conditions for reentry 
can only be fulfilled by stiff, bristly hairs 
such as exist in the beard and not elsewhere 
oh the body surface. The point of entry 
into the skin is haphazard, and is not re- 
lated to the follicular topography or skin 
grooves. The typical clinical lesions, papules 
and pustules, appear at the site of penetra- 
tration. 

We cannot support Greenbaum’s* con- 
tention that the hairs typically enter the skin 


by penetration through the follicular walls 
before emerging from the orifices. This 
occurs extensively only under two special 
circumstances, to be discussed later: (1) 
when hairs are plucked, and (2) when with 
a straight razor shaving-is exceedingly close. 
According to Greenbaum’s theory, the hair 
breaks through the follicular wall before 
emerging; the initial event would then be 
intrafollicular. Our observations show that 
typically the hair emerges through the fol- 
licular orifice and then reenters the skin; 
therefore, the initial event is extrafollicular 


(Fig. 3). 
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Fig. 3.—Schematic representation of the differ- 
ence between the intrafollicular ingrown hair (a), 
which pierces the follicular wall, and the extra- 
follicular ingrown hair (b), which reenters_ the 
skin after emerging from the follicular orifice. 


Bacterial Factors 


Much to our surprise, not once did we 
recover a “pathogenic” organism in cultures 
of the bearded area of 20 active cases. In 
true bacterial folliculitides, such as sycosis 
barbae, coagulase-positive micrococci (Staph- 
ylococcus aureus) are almost constantly 
isolated. Instead, we found coagulase nega- 
tive micrococci in every instance, Bacillus 
subtilis in three cases, and diphtheroids in 
two cases. In short, only normal skin resi- 
dents and saprophytic bacteria were recov- 
ered. Furthermore, cultures of carefully 
opened pustules revealed only coagulase- 
negative micrococci. On the face of it, this 
might suggest that bacteria play no role in 
the pathogenesis of this disease. However, 
cultures alone cannot determine whether an 


535 








organism is pathogenic or not in any given 
instance. As Pillsbury and Kligman ® have 
pointed out, a better criterion is the coexist- 
ence within the lesion of numerous bacteria 
and polymorphonuclear leucocytes with evi- 
dence of active phagocytosis, indicating that 
the host defenses have been mobilized. Ac- 
cordingly, we examined smears from eight 
pustules and biopsy specimens from six 
patients and in each instance found fulfill- 
ment of these requirements, namely, large 
numbers of micrococci and phagocytosing 
polymorphonuclear leucocytes (Fig. 4). 





Fig. 4.—uram-Weigert stain of the inflamma- 


tory ‘afiltrate around an ingrown hair. There are 
numerous micrococci and polymorphonuclear leuco- 
cytes with evidence of active phagocytosis; re- 
duced from mag. X 2000. 

There was no reason to doubt that the mi- 
crococci in the smears were the coagulase- 
negative micrococci recovered on culture. 
Bacteria differ greatly in virulence, but even 
ones normally considered harmless (non- 
pathogenic), such as normal residents, can 
become pathogenic when the host has beén 
damaged by some prior event which inter- 
feres with its defenses, in this instance 
when a foreign body, the hair, creates a 
locus minoris resistentiae. 

The conclusion seems inescapable that 
resident organisms do play a role, albeit a 
secondary one, in the pathogenesis of this 
disorder. Other experimental evidence, as 
well as the response to the antibacterial 
agents, supports this thesis. In a manner 
to be discussed later, the disease was estab- 
lished experimentally, and the bacteriological 
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findings by cultures, smears, and tissue sec- 
tions were identical with those described 
above. In two subjects, in whom the disease 
was experimentally induced, daily swabbing 
of one-half of the beard with a culture of 
coagulase-positive micrococci did not in- 
crease the severity of the disease as com- 
pared with the control side. These findings 
should not be taken to mean that coagulase- 
positive micrococci are never associated with 
the disease, especially if impetiginization 
occurs. In view of these observations, the 
importance of the normal: resident organ- 
isms in other skin diseases must be reevalu- 
ated. 


Microscopic Findings 


The following histopathologic details are 
based on 16 punch biopsies obtained from 
experimentally produced and naturally oc- 
curring lesions. All of the subjects initially 
had the natural disease, and were brought 
into remission by discontinuing shaving for 
approximately one month. Only slight evi- 
dence of chronic inflammation could be 
detected in biopsy specimens from persons 
in remission. The resumption of shaving 
had the immediate effect of starting the dis- 
ease anew, so that within two weeks the 
disease had returned to its former state. 
Even within five days, new pustules and 
papules were present. There can be no 
doubt that shaving is the singular procedure 
which excites this disease. By taking advan- 
tage of this fact, we had the opportunity of 
making microscopic observations at all 
stages of the disease from the very begin- 
ning and thus were enabled to reconstruct 
the microscopic sequence of events. 

The earliest finding is an invagination of 
the epidermis by the advancing sharp free | 
end of the hair with subsequent hyperkera- 
tosis and slight acanthosis. An intraepider- 
mal microabscess forms at this site, 
accompanied by an inflammatory reaction 
in the corium (Fig. 5). Gram-Weigert 
stains of the early lesions reveal the pres- 
ence of Gram-positive cocci both intracellu- 
larly within polymorphonuclear leucocytes 
and extracellularly (Fig. 4). As the hair 


UMI 











1 VS Ww DP 


(P St eee COD 








PSEUDOFOLLICULITIS OF BEARD 


continues to push into the skin it carries a 
cuff of epithelial cells along with it, but 
finally the pointed tip breaks through the 
epidermis, entering the corium. At this time, 
the inflammatory reaction in the corium 
mounts, with the ingress of numerous poly- 
morphonuclear leucocytes and lymphocytes 
(Fig. 6). As the lesions progress in age, 
the percentage of lymphocytes increases, as 
would be expected with any chronic inflam- 
matory reaction. Incidentally, the acute in- 
flammatory reaction of a papular lesion 
differs only quantitatively from that of the 
pustule, both showing polymorphonuclear 
leucocytes, but more so in the pustule (Fig. 


+. 





Fig. 5.—Early lesion. A, oblique cut of a very 
early lesion (the hair has been lost in preparation). 
An intraepidermal microabscess has formed in 
relation to the invagination of the ingrown hair. 
Note the hyperkeratosis and the acanthosis of the 
invaginated site; reduced from mag. X 145. B, 
the hair tip is now well into the skin and has in- 
duced acanthosis, hyperkeratinization, and an in- 
flammatory reaction in the dermis (R); reduced 
from mag. X 85 


7). As the pointed tip of the hair pushes 


down into the dermis, compressing the col- 
lagenous bundles ahead of it, the epithelial 
cells attempt to grow along it, imperfectly 
ensheathing the hair as if to form a new 
follicle, giving an appearance which Pinkus 
called a pseudofollicle. The hair never pen- 
etrates deeper than 2 to 3 mm. into the 
skin (approximately one-half way through 
the corium), for eventually the counter- 
resistance of the skin becomes too great. 
Reactions of the foreign-body type, with 
giant cells, were not seen in the experimen- 
tally produced lesions, probably because of 
the very short duration that the hair re- 
mains in the corium. Such reactions were 
encountered in the natural disease. 


Therapy 


Cessation of shaving provides a decisive 
method of clearing the disease, but its ob- 
vious disadvantage is its impracticability in 
a society that demands a shaven face. 
Others, who may have appreciated the cura- 
tive effect of abstaining from shaving, have 
not presented experimental data to support 
its value. In an experimental group of 26 
patients in which shaving was forbidden, a 
spontaneous remission was observed, gen- 
erally within a period of one month regard- 
less of the severity of the disease, although 
to eliminate a few remaining papules it was 
sometimes necessary to manually free-up 
some hairs that were completely buried, 
with no free external segment. By the end 
of the first week, paradoxically, the condi- 
tion is worse than at the start, for there are 
an increased number of papules. The rea- 
son for this agg avation is that all of the 
growing hairs are now available for re- 
entrance into the skin, whereas with shaving 
a certain percentage of the hairs will be cut 
before becoming ingrown. Thereafter a 
gradual remission occurs. To make observa- 
tions of how this takes place, individual 
hairs were marked, and their behavior was 
followed from day to day. As already de- 
tailed, the greatest ingrowth is to a depth 
of 2 to 3 mm., at which point the forces of 
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Fig. 6.—The pointed hair tips have now penetrated deep into the dermis. Note the marked 
inflammatory reaction around the hair, A, reduced from mag. X 90. B, the epithelium (ES) 
tends to extend down from the epidermis as a sheath to cover the ‘defect in the corium 


(pseudofollicle) ; reduced from mag. X 94. 





Fig. 7.—Pustular lesion. An abscess has formed 
lateral to the ingrown hair, which has begun to 
curve back towards the surface. The inflammatory 
reaction consists predominantly of polymorpho- 
nuclear leucocytes. Note the well-developed tongue 
of epithelia! cells which has followed the hair 


downward; reduced from mag. X 54 


tissue resistance prevent further penetra- 
tion. The hair, however, continues to grow, 
and as it does the external portion forms a 
gradually increasing loop. After the loop 
reaches a critical size, it acts like the coil 
of a spring, exerting a force which pulls 
the distal portion of the hair out of the 
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Fig. 8.—Schematic exposition of the spontaneous 
evolution of the disease with cessation of shaving. 
A, the ingrown hair at - maximum point of 
penetration of the dermis. B, loop formation as 
the hair continues to grow. e » spring-like action 
of the enlarging loop pulling the ingrown tip out 
of the skin. 


papule (Fig. 8). In addition to the spring- 
like action, the raised loop is subjected to 
the displacing forces associated with any 
movement, especially by the hands or collar. 
Almost all of the hairs will have become 
spontaneously freed-up when the external 
length of the hair reaches about 10 mm. 


On the basis of accepted rates of beard 


growth, 0.2 to 0.4 mm. daily,® it will take 
the hair about a month to reach this length. 
An occasional hair will have to be lifted out 
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manually. It is possible to reduce the time 
for clearing by manually freeing-up the 
ingrown hairs after the first week. 

It is self-evident that the more rapidly 
growing hairs will extricate. themselves in 
a shorter period of time. This explains our 
observation that the severest expressions of 
the disease occurred in subjects with the 
slowest rates of beard growth. It is our 
impression that the rate of hair growth in 
many Negroes is slower than the published 
figures. 

Both patients and physicians appear to 
subscribe to the notion that manual plucking 
is a helpful procedure. This has beerr sub- 
jected to experimental analysis by plucking 
a circumscribed area on the neck of five 
subjects. The short-term effect is excellent. 
However, after an initial improvement dur- 
ing the first two weeks, a new crop of pap- 
ules appears. These papules are different 
from those that occur in the natural course 
of the disease in that the buried hairs are 
not visible from the surface. These hairs 
lie in the inflammatory reaction and must be 
dug out. The explanation for this is that a 
certain percentage of the hairs, when 
plucked, will be broken off, or incompletely 
epilated. The tip of a broken-off hair will 
approach the surface again in about two 
weeks, but instead of emerging through the 
follicular orifice, it often pierces the follic- 
ular wall, exciting a papule localized to the 
follicular region. Therefore, the intrafollic- 
ular mode of formation distinguishes this 
from the usual extrafollicular ingrown hair 
typical of the natural disease. Consequently, 
the disease progresses in severity two weeks 
after plucking. As for the hairs that are 
completely epilated, it will be about three 
months before their tips approach the sur- 
face, and at that time new papules may 
develop. If the intrafollicular type of in- 
grown hair is left alone, it will eventually 
approach the surface. The superficial por- 
tion erodes the overlying epidermis, forming 
a conventional loop hair by secondary intent. 
From this point on, the course is -similar 
to that of the other loop hairs, with eventual 


freeing of the embedded tip. Measured 
from the time of formation of the papule, 
a longer time is necessary for spontaneous 
freeing-up of the hair. Obviously, plucking 
is contraindicated in this disease. Moreover, 
it is a painful and impractical procedure. 

Another common notion is the recommen- 
dation, endorsed by Pinkus, that close shav- 
ing, by keeping the hair too short to reenter 
the skin, benefits the disease. To evaluate 
shaving, 13 subjects shaved on one side of 
the face daily and shaved on the other side 
either every three, four, or five days, using 
a safety razor, after a remission had been 
induced in the usual way. Thus daily shav- 
ing could be compared with other schedules. 
In six subjects daily shaving was superior 
to less frequent shaving, but only markedly 
so in two; in four daily shaving was no 
better, and in three it was definitely inferior 
to less frequent shaving. Therefore, while 
many will find daily shaving best, individual 
variations are great, and each person must 
find the frequency most beneficial for him- 
self. Of course, the beneficial effect of any 
schedule of shaving can be realized only if 
the disease is first brought into remission. 
Once the disease again reaches a maximum, 
a period of rest is again necessary. Obvi- 
ously, no schedule of shaving with a safety 
razor can cure the disease but, on the con- 
trary, is the exciting cause, precisely be- 
cause some of the hairs are missed. If 
shaving could actuaily accomplish the cut- 
ting of all hairs as they emerge from the 
follicular orifices, the disease would not 
exist. 

Since a straight razor assuredly provides 
a closer shave than a safety razor, arrange- 
ments were made for a barber to use a 
straight razor on the beard of one subject 
after he had been brought into remission 
by not shaving. The barber knew the pur- 
pose of the experiment and went over the 
face several times at each shave to produce 
the closest possible cut. The disease was 
reactivated within a few days in a severe 
form, with the development of numerous 
follicular papules, despite the fact that, in 
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contrast to shaving with a safety razor, 
there was no doubt that every trace of ex- 
ternal hair was removed. Craig” has sug- 
gested an explanation for this, and we have 
experimentally validated his hypothesis. 
Close shaving requires tight stretching of 
the skin, a procedure which extends the hair 
further out of the follicle than normally. 
When cut, such a hair retracts below the 
cutaneous surface, and then behaves like a 
plucked hair, subsequently piercing the fol- 
licular wall. Therefore, too close shaving is 
as bad, if not worse, than infrequent shav- 
ing. All of these experiments taken together 
emphasize the fallacy of controlling the dis- 
ease by different methods of shaving. 

We have sought a means of removing the 
hair at the level of the follicular orifice to 
prevent the complications of too close or 
not close enough shaving. The obvious way 
to accomplish this is by means of chemical 
depilatories, and in fact some patients have 
arrived at this conclusion independently. In 
order to judge the therapeutic efficacy of 
chemical depilatories, two standard brands 
of depilating agents were employed on the 
faces of 11 persons with pseudofolliculitis 
of the beard.* In different small groups the 
applications were made daily, every other 
day, and every third day, without first 
bringing the disease into remission. Imme- 
diately after chemical depilation, examina- 
tion showed that the hair was removed 
down to the very point where it disappeared 
into the follicle, providing the closest pos- 
sible shave without the danger of retraction 
into the follicle. In every instance the dis- 
ease improved considerably and rapidly. In 
most cases the signs of the disease had 
become minimal by two weeks, or at least 
there was such a great degree of improve- 


* The products actually used were (1) a depila- 
tory powder containing barium sulfide (Magic 
Powder) and (2) a liquid cream depilatory con- 
taining calcium thioglycollate (Nair). In our hands, 
the barium sulfide depilatory, although more rapid 
in its action, has proved unsatisfactory because most 
of the subjects developed marked irritation with 
frequent application. For a more complete dis- 
cussion of chemical depilatories, see Mescon.® 
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ment that the subjects expressed marked 
satisfaction. A few patients continued to 
have a few lesions, and in these it was 
found that the hairs were completely buried. 
To eradicate vestiges of this kind, manual 
freeing up of the tip is required. However, 
with the agents used, daily applications 
proved too irritating. While allowances 
must be made for individual tolerance, ap- 
plication every second or third day is not 
generally irritating,~ although after: long 
periods of use the incidence of irritation 
increases, so that periods of rest may be 
indicated. An occasional subject complained 
of smarting and irritation, even with appli- 
cation oniy every three days. Such persons 
must decide for themselves whether the 
benefits of treatment outweigh the undesir- 
able reactions. Fortunately, application 
every second or third day is not a cosmetic 
limitation, because the Negro beard appar- 
ently grows more slowly, especially in those 
with severe involvement and, in addition, 
the slight stubble which accumulates in that 
time is not conspicuous in pigmented skin. 
While theoretically patients should be able 
to shave on days when depilatories are not 
used, this proved irritating, worsened the 
result, and is not recommended. Since these 
persons were not first brought into remis- 
sion before using the depilatories, the ques- 
tion may be raised as to the final disposition 
of the distal embedded hair tip, the cause of 
the papule. It simply becomes spontaneously 
extruded with time. In conclusion, the signs 
of the disease have been rendered insignifi- 
cant by the use of depilatory agents, abetted 
in some instances by manual liberation of 
the tips of completely buried hairs. Not 
only is this clearly the most satisfactory 
therapy but it is the only modality effective 
without preliminary clearing of the disease 
by cessation of shaving (Fig. 9). 

So far, means of combatting the primary 
pathogenic factor, the tendency to ingrown 
hairs, have been discussed. The disease is 
completely suppressed when this is accom- 
plished, rendering it unnecessary to be con- 
cerned with the secondary bacterial factor; 
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PSEUDOFOLLICULITIS OF BEARD 


Fig. 9.—Chemical depilation of the beard. The 
lotion is liberally. applied and allowed to remain 
for 10 to 15 minutes. Each person must find his 
own optimal time. A convenient way to remove 
the agent after keratinolysis is. complete is to 
“shave” with the top plate of an old-fashioned 
three-piece razor. Alternatively, any flattened 
stick can be used for scraping the skin. Some 
prefer to use a wet cloth for removal of the 
depilatory and hair debris. (The time mentioned 
applies to the use of Nair.) 


however, we have examined experimentally 
the alternative therapeutic approach, di- 
rected toward eliminating the micro-organ- 
isms. In 13 subjects, whose disease had 
been brought into remission by not shaving, 
tetracycline (Achromycin) ointment was 
applied once or twice daily on one side of 
the neck, and petrolatum was applied on 
the other side. The subjects shaved during 
the therapeutic trial, thus creating the con- 
ditions which are known to reestablish the 
disease. In nine persons the treated side 
was distinctly superior, showing the usual 
number of papules but with less inflamma- 
tion of the individual lesions. There was no 
difference in three persons, and in one the 
treated side was definitely worse. More 
frequent application of the ointment and 
systemic administration of antibiotics did 





not improve the results.t No bacteria were 
detected in an appropriately stained biopsy 
specimen from the improved treated side in 
one patient, while innumerable bacteria were 
present on the control side. Tetracycline 
ointment was used concomitantly on one 
side of the beard in 10 men who were being 
treated with depilatory agents. While there 
was initial improvement on the treated side, 
the long-term effects were insignificant; 
very little is to be gained by combining 
antibacterial treatment with the depilatories. 
These results show decisively that suppres- 
sion of the bacterial component palliates the 
disease in most persons but does not cure it 
unless the primary ingrown hair is elimi- 
nated. Furthermore, when the primary fac- 
tor is eliminated nothing is to be gained by 
the use of antibacterial agents. 

In view of the fact that the dosage re- 
quired to produce temporary x-ray epilation 
of the beard is much greater than that for 
the scalp and is not precisely known, 
coupled with the inevitable recurrence of the 
disease when the hair grows back, x-ray 
therapy has no place in the therapy of this 
disease. 


Comment 


The strong curvature of the follicle and 
its hair is the basic predetermining factor 
in this disease. It is necessary to reempha- 
size that such hairs also may occur to a 
lesser degree in some Caucasians, who may 
therefore show typical signs of this disease. 
However, there is a type of ingrown hair 
different from that described above which 
occurs in practically all adult males and 
which may be the focus for minor inflam- 
matory lesions. These hairs and their fol- 
licles are either straight or insignificantly 
curved. Typically the hairs of the neck are 
quite obliquely inserted into the skin as 
compared with those of other areas of the 
beard.® Such hairs have only a slight up- 


+Other antibacterial agents effective against 


the resident bacterial flora can be expected to give 
the same results. With the use of one containing 
neomycin and gramicidin (Spectrocin), similar 
results were obtained. 
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ward inclination and may penetrate the 
follicular wall very close to the surface, 
traversing a few millimeters under a thin 
film of skin before becoming free. The 
buried segment is clearly visible, and the tip 
never recurves in a downward direction. 
Such hairs are very common and are rarely 
accompanied by inflammation, which, when 
it does occur, is localized in relation to the 
follicle and not around the distal portion of 
the hair. This type of ingrown hair prob- 
ably is produced by close shaving of tightly 
stretched skin followed by retraction of the 
hair below the follicular orifice when the 
tension is released. Craig’s hypothesis on 
the manner in which hairs become ingrown 
after shaving doubtlessly applies to this type 
of hair but is insignificant in true pseudo- 
folliculitis of the beard. In summary, 
pseudofolliculitis of the beard is contingent 
upon the presence of curved ingrown hairs; 
straight or slightly curved hairs which be- 
come ingrown produce minimal or no dis- 
ease. Pseudofolliculitis of the beard must be 
differentiated from sycosis barbae, a true 
primary bacterial folliculitis with intrafol- 
licular pustules pierced by hairs. 


Summary 


The basic etiological factor of pseudo- 
folliculitis of the beard is the curved in- 
grown hair. The ingrown hair provokes an 
inflammatory reaction clinically manifested 
as papules and pustules. The disease is seen 
only in those who shave. 


Coagulase-negative micrococci, normal 
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skin residents, attain a temporary patho- 
genic status in the area of lowered resist- 
ance and are responsible for some of the 
inflammatory response. 

Chemical depilation is the most satisfac- 
tory means of controlling the disease. 

Topical antibiotics suppress, but do not 
cure, the disease. 
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Report of a Case Controlled by Cortisone 
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Chronic undermining burrowing ulcers 
which spread peripherally and are character- 
istically resistant to treatment have been 
described under several titles, such as, pyo- 
derma gangrenosum,! hemolytic streptococ- 
cus gangrene,? progressive bacterial 
synergistic gangrene,® and necrotizing fas- 
ciitis.* These ulcers have developed follow- 
ing surgical wounds, abrasions, contusions, 
lacerations, insect bites, and gunshot 
wounds.* They have also been observed to 
occur in association with ulcerative colitis. 

The combination ‘of a microaerophilic 
nonhemolytic Streptococcus with a hemo- 
lytic Staphylococcus aureus was first dem- 
onstrated to be the etiological agents by 
Brewer and Meleney.® Several other organ- 
isms have also been found in these ulcers. 
Meleney, Friedman, and Harvey* demon- 
strated the presence of a penicillinase-pro- 
ducing Pseudomonas _ aeruginosa and 
Escherichia coli on one occasion. Lyall and 
Stuart ® isolated a microaerophilic Strepto- 
coccus with a Proteus vulgaris in one case. 
Other investigators * have also found a 
variety of organisms including staphylo- 
cocci, Proteus, B. pyocyaneus, nonhemolytic 
Staphylococcus albus, beta hemolytic 
streptococci, E. coli, and secondary sapro- 
phytes. 

The clinical appearance of the lesions is 
usually quite characteristic. An ulcer de- 
velops following a break in the skin from 
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any cause. It enlarges peripherally and is 
usually painful. There is a bright red base 
with a characteristic margin which shows 
an outer erythematous halo inside of which 
is a swollen purplish collar. The inner por- 
tion of this collar merges with a ring of 
dark gangrenous skin which is sometimes 
undermined. 

Various types of treatment have been 
used, with at times only equivocal results. 
Some authors feel that the only effective 
treatment is surgery.f 

It is the purpose of this paper to present 
a case of pyoderma gangrenosum which was 
successfully controlled with the use of corti- 
sone. The patient in this case also appar- 
ently kad hypogammaglobulinemia which 
was demonstrated on two occasions by elec- 
trophoretic studies. The significance of this 
finding is not clear. The association of pyo- 
derma gangrenosum and hypogammaglobu- 
linemia has recently been reported by 
Marcussen.? There are also a number of 
reports in the literature showing the rela- 
tionship between agammaglobulinemia and 
various infections.t 


Report of Case 


A 47-year-old white male construction worker, 
with a recent history of alcoholism, was in good 
health until August, 1952. At this time he first 
noted two small “pimples” on the chest, which 
subsequently developed into two small ulcers. 
These gradually healed, leaving scars. In January, 
1953, he developed several similar lesions on the 
chest, which also ulcerated and healed slowly 
with scar formation. One month later, February, 
1953, he was admitted to the hospital with ulcer- 
ative lesions on the right thigh and left buttock. 
These lesions were approximately 8 to 10 cm. in 
diameter. They had a necrotic base with a well- 
demarcated rolled undermined bluish-red border. 


+ References 4 and 9. 


+ References 10, 11, and 12. 















The remainder of the physical examination was 
not remarkable except for an oral temperature of 
100 F. 

The laboratory studies were as follows: The 
white blood cell count was 15,900 with a normal 
differential, the hemoglobin was 13.4 gm., and the 
sedimentation rate was 29 mm. in one hour 
(Wintrobe method). The chest x-ray was normal 
and the serological test for syphilis was negative. 
The urinalysis was normal. Skin tests for 
coccidioidomycosis, blastomycosis, and _histoplas- 
mosis were negative in 1:1000 and 1:100 dilutions. 
The first strength PPD was negative and the 
second strength PPD was 3+. The fasting blood 
sugar was 46 mg. per 100 cc. The total serum 
protein was 7.05 gm. per 100 cc, with 2.98 gm. 
of albumin and 4.07 gm. of globulin. Electro- 
phoretic studies showed the a-globulin to be 1.36 
gm. per 100 cc. (a: was 0.44 gm. and a: was 0.92 
gm.). The £-globulin was 1.62 gm. and the y- 
globulin was 0.48 gm. per 100 cc. The fibrinogen 
was 0.61 gm. per 100 cc. This pattern showed the 
albumin and y-globulin to be low, and the gross 
abnormality was in the beta fraction, which was 
increased. The fibrinogen determination was within 
normal limits. 


Repeated cultures and smears were taken from 
the lesions. The organisms found most consistently 
were alpha and beta hemolytic streptococci, non- 
hemolytic Staphylococcus aureus and albus coag- 
ulase-negative, and hemolytic Staphylococcus aureus 
coagulase-negative. Several blood cultures were 
negative. 

Treatment consisted of the use of tyrothricin 
and bacitracin compresses to the ulcers. Also 
various antibiotic ointments were applied locally. 
Several antibiotics were given parenterally. These 
included penicillin, chlortetracycline (Aureomycin), 
oxytetracycline (Terramycin), and chloramphenicol 
(Chloromycetin). In spite of the above treatment 
the ulcerative lesions slowly enlarged and_ the 
patient’s temperature remained elevated (100- 
101 F). 

On April 9, 1953, therapy with cortisone was 
begun with the use of 300 mg. daily. On the third 
day of treatment he became afebrile. The ulcer- 
ative lesions gradually decreased in size and 
developed a clean base. By May 4, 1953, healing 
was complete enough to allow skin grafting. At 
this time cortisone was discontinued.. The grafts 
subsequently became infected and failed to properly 
take. Fever again developed. He was treated 
with local antibiotic compresses, and several anti- 
biotics were administered parenterally. This treat- 
‘ment failed to influence the course of the disease. 


Two weeks after surgery cortisone was again 
administered in a dose of 200 mg. daily. The 
fever subsided, and in three weeks the ulcerative 
lesions were healed, and cortisone was discontinued. 
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The patient subsequently developed several small 
ulcerative lesions on the torso, which healed each 
time with the administration of cortisone. 

A repeat electrophoretic determination following 
the use of cortisone showed a similar pattern as 
previously except that the y-globulin was further 
lowered from 0.48 gm. to 0.31 gm. per 100 cc. 


Comment 


The pathogenesis of pyoderma gangre- 
nosum is not completely understood: A num- 
ber of investigative studies have been done . 
and various mechanisms suggested. Brun- 
sting, Goeckerman, and O’Leary? in 1930 
first described the syndrome of ulcerative 
disease of the skin in patients with ulcerative 
colitis. They suggested the term “pyoderma 
gangrenosum.” Of the five patients reported, 
four had chronic ulcerative colitis and the 
other one had empyema. It was their belief 
that the cutaneous manifestations were but 
one part of a generalized infectious syndrome 
characterized by a marked lowering of body 
resistance to the invading organisms. Since 
this paper, numerous other cases have been 
reported. Cohen 1° suggested that pyoderma 
gangrenosum was due to the lack of some 
protective substance or vitamin in the skin 
and intestinal tract. His case demonstrated 
evidence of a deficiency disorder and he be- 
lieved that the changes in the skin were due 
to an avitaminosis. Rostenberg %* classifies 
the various hemorrhagic phagedenic-gangre- 
nous ulcerations into two main groups: 
those which are associated with some defi- 
nite underlying septic focus and those which 
are not. The second group may be attri- 
buted to a symbiotic infection or a single 
organism which requires an impoverished 
soil. In the first group (those with a septic 
focus which is frequently a chronic nonspe- 
cific ulcerative colitis) it is suggested that 
the mechanism producing the ulceration is 
the Shwartzman reaction. Marcussen* has 
recently reported a case of hypogammaglo- 
bulinemia in pyoderma gangrenosum. Ad- 


“ministration of large doses of y-globulin 


produced no increase, or only a slight rise, 
of this fraction in the serum and failed to 
stop the progression of the ulcers. 
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PYODERMA GANGRENOSUM 


Various types of treatment have: been 
employed. However, the most satisfactory 
results have usually been obtained by sur- 
gical excision and skin grafting when neces- 
sary.§ 

The effects of cortisone on experimental 
animals and humans is quite well known. 
Antopol!*® produced anatomic changes in 
mice by treating them with excessive doses 
of cortisone. These changes include lymph- 
openia, loss of body weight, atrophy of the 
thymus and spleen, and diminution in size 
of the adrenal cortex, salivary glands, pitui- 
tary, and hibernating fat bodies. 

The influence of cortisone on vascular 
tone and capillary permeability has been 
shown by many investigators to be of im- 
portance with respect to the host response.|| 
Cortisone and corticotropin (ACTH) have 
been shown to suppress and delay the in- 
flammatory reaction, delay diapedesis of 
leucocytes,?*> and enhance phagocytic ac- 
tivity*® The synthesis of proteins from 
amino acids is decreased by cortisone and 
corticotropin.?” This has been suggested as 
being a factor in the reduction of antibody 
titer. Some authors, however, have failed 
to observe any effect of these hormones 
upon the level of circulating antibody.?® In 
another paper, Antopol and Quittner 2° dis- 
cussed the influence of cortisone on infec- 
tious processes. They state that “cortisone 
depresses antibodies and therefore may sup- 


press a harmful antigen-antibody reaction 


but at the same time permits multiplication 
in the body of a dormant pathogenic or 
ordinary nonpathogenic organism” and also 
that “cortisone may alter the reactivity of 
the host tissue so that some tissues will 
resist a degeneration producing stimulus 
while others will react to produce unusually 
severe degeneration and necrosis.” 

From the foregoing it is evident that cor- 
tisone has a wide range of action which may 
be detrimental or under certain situations 
beneficial. . 


§ References 4, 9, and 15. 
|| References 17 to 23. 
{| References 23 and 24. 





If pyoderma gangrenosum is considered 
as primarily an infection, then the use of 
cortisone would be contraindicated. Thom- 
as ®° has recently discussed the detrimental 
effects of cortisone and corticotropin on 
experimental and human infections. It is 
the general consensus of opinion that the 
adrenal steroids lower the host’s resistance 
to various types of infections. However, 
as previously mentioned, cortisone may pro- 
duce a beneficial action through obviating an 
antigen-antibody reaction. It is probable 
that in this disease a violent antigen-anti- 
body reaction takes place which is harmful, 
and therefore cortisone is beneficial since 
it decreases the inflammatory response and 
may depress antibody formation. 

We do not know specifically why corti- 
sone was so beneficial in this case and have 
only speculated on the possible mechanisms 
involved. If pyoderma gangrenosum were 
purely a bacterial infection, then surely this 
patient should have had an extension of his 
lesions since cortisone was administered in 
large doses and for a period of time long 
enough to permit an exacerbation to have 
occurred. This did not take place. It is 
suggested that additional patients with pyo- 
derma gangrenosum be treated with the 
adrenal steroids. 


Summary 


A case of pyoderma gangrenosum was 
successfully controlled with the use of par- 
enteral cortisone. 

The possible mechanism of the beneficial 
effects of cortisone is discussed. 
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Clinical Notes, New Instruments and Techniques 


TREATMENT OF CHONDRODERMATITIS HELICIS WITH 


LOCAL INJECTIONS OF HYDROCORTISONE 
ALEXANDER BUCHHOLZ, M.D., M.S., Chicago 


Since this disorder was first described by Winkler? in 1915, many types of treatment have 
been tried, including x-ray, radium, cryotherapy, and fulguration. The rate of recurrence 
is as high as 88%.’ Surgical excision is the best treatment, according to Shuman and Helwig,” 
but it, too, has a recurrence rate of over 30% and in addition leaves objectional deformities. 

The pathologic changes include chronic inflammation. Taubenhaus and Amromin,* showed 
that local injection of hydrocortisone into lesions suppressed inflammatory reaction. It seemed, 
therefore, that this steroid might be an effective treatment, and it was used in two cases of 
chondrodermatitis helicis. 

CAsE 1—A white man, aged 38, complained of a painful nodule of his right ear for 15 
years. In the past six months the pain became much severer and would interfere with sleep. 
On the outer border of the right ear was a well-defined, brown-red, elevated 8 mm. firm 
nodule that was exquisitely tender. On June 8, 1955, 2.5 mg. of a saline suspension of hydro- 
cortisone acetate was injected into the nodule. Two weeks later the patient returned with 
approximately 50% reduction in size and stated the pain had almost completely disappeared 
48 hours after the injection. A second injection was given and two weeks later the nodule was 
completely gone. He was seen six months later with no sign of recurrence. 

Case 2.—A white man, aged 48, who was formerly an amateur boxer, complained of pain- 
ful nodules for the past 20 years. These had caused him much discomfort on exposure to cold 
and when his hat touched the nodule. He had had treatment for many years which was ineffec- 
tive. This included x-ray therapy, fulguration, and surgical excision. The upper part of the 
outer rim of the left ear presented a surgical scar, which gave the ear a serrated appearance, 
and at the border of the scar was a pink, elevated, 5 mm. nodule, which was very tender. On 
Sept. 9, 1955, 2.5 mg. of a saline suspension of hydrocortisone acetate was injected locally. The 
patient returned two weeks later stating he had relief in 24 hours, though some discomfort 
was still experienced. The lesion had decreased in size by 40%. A second injection was given, 
and in two weeks only a suggestion of a nodule remained. A third injection was given, and 
on Oct. 14, 1955, the lesion was gone. All symptoms were gone. The patient was seen in 
January, 1956, and no recurrence was noted. 


Summary 


Shuman and Helwig,’ after observing 100 cases, state that the course of chondrodermatitis 
helicis is protracted, with no evidence of spontaneous regression or disappearance. The local 
injection of hydrocortisone seems to show promise of giving relief of this painful disorder. 
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From the Department of Dermatology, University of Illinois College of Medicine, and 
Michael Reese Hospital. 
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RIBOFLAVIN IN PSORIASIS 
HERBERT A. LUSCOMBE, M.D. 
Philadelphia 


It is with apprehension that one reports any new form of treatment for psoriasis. However, 
the results with a new form of riboflavin have been so encouraging in a limited number of 
cases that this preliminary report is issued. 

Relatively recent discoveries on the mode of action of riboflavin have suggested its use in 
some of the scaly skin diseases of man. Bs deficiency in monkeys sometimes results in the ap- 
pearance of a scaly dermatitis, and in man eruptions of this type are also associated with the 
B; deficiency state, leading one to wonder whether any of the common maculo-or papulo- 
squamous eruptions are related to abnormalities of riboflavin metabolism. 

Riboflavin is required in the oxidative process in metabolism,’ and its administration probably 
results in improved skin respiration. Most important from the point of view of this study is 
the necessity of this vitamin to the stress response, as shown by the complete failure of the 
carbohydrate production response to stress in riboflavin deficiency.* It has been concluded that 
riboflavin is required either for synthesis of the adrenal hormones or else it functions in the 
mechanism concerned with their elaboration. Because of this relation B. would seem to be a 
logical form of treatment for a disease such as psoriasis where the appearance of the disease 
or its exacerbation under stress are well-known facts. 

Dietary or supplemental riboflavin is phosphorylated in the intestines for absorption.* As a 
phosphate it is carried to the liver and kidneys, where it is further synthesized. Accordingly, 
for our use, a solution of phosphorylated riboflavin was prepared at a concentration of 50 
mg./lcc.* This solution contained 35 mg. of riboflavin. activity and 50 mg. of flavin mono- 
nucleotide activity per cubic centimenter in a specially buffered base to provide maximum sta- 
bility: Over a period of almost three years this highly concentrated preparation has been used 
in the treatment of a selected group of psoriatics. Only cases of at least moderate to severe 
involvement were chosen ia an attempt to better evaluate the drug. 

A total of 44 cases were treated and followed sufficiently to be included in this report. 
There were 18 female and 26 male patients, varying in age from 8 years to 67 years. All 
patients had had their eruption at least six months, and in 17 the disease had been present 
more than 10 years. In each some conventional form of local therapy was tried before intra- 
muscular riboflavin was started. This drug was then administered once weekly in 50 mg. doses 
with continuation of a local application such as mercurial ointments or an emulsion of olive oil 
and calcium hydroxide solution. Coal tar and ultraviolet light were not used when riboflavin 
was administered. The length of treatment varied in the individual case from 4 to 16 weeks 
of continuing weekly injections. 

The results of this therapy were as follows: 


1. Markedly improved 20 cases (45.5%) 
2. Improved 19 cases (43.2%) 
3. Not improved 5 cases (11.3%) 


The 45.5% who showed marked improvement were so designated because the patient and 
I agreed that the results were excellent, considering the patient’s response to previous types 
of therapy and his response to seasonal changes. The improved group were definitely better 
and satisfied with the results of treatment, but in my opinion these results might have been 
obtained with any other good form of outpatient therapy. The 11.3% who were unimproved 
had shown no appreciable effect from the drug in six weeks, and its use was discontinued. 


Comment 


It is realized that the small number of cases herein reported is not statistically significant and 
that only impressions can be gained from such a study. It is further realized that the psycho- 
genic effects of any new form of therapy might produce dramatic effects in a disease such as 


Submitted for publication Jan. 31, 1956. 
* Prepared by S. F. Durst & Company and now marketed as HYRYE. 
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RIBOFLAVIN IN PSORIASIS 


psoriasis. However, no previous completely innocuous form of treatment has met with so 
much success in my hands; hence I feel it is a welcome addition to the therapy of psoriasis 
and certainly worthy of further trial. 


Summary 


Forty-four cases of psoriasis treated with a highly concentrated form of riboflavin are re- 
ported. The results of treatment have been encouraging enough to warrant its further use. 
136 S. 16th St. (2). 
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ACQUIRED DEPIGMENTATION AROUND A DILATED PORE 
LAWRENCE M. NELSON, M.D. 
Santa Barbara, Calif. 


Acquired depigmentation around nevi (leucoderma acquisitum centrifugum) is seen fre- 
quently. It has also been reported surrounding nodular syphilid,* growing psoriatic papules, 
lesions of sarcoid,? and molluscum fibrosum*. However, I was unable to find reference to 
depigmentation around comedones or dilated pores. It is to call attention to this clinical entity 
that the following reports are submitted. Of four cases which I have seen, two are reported . 
in some detail. 


Report of Cases 


Case 1.—A 60-year-old woman with subacute disseminate lupus erythematosus noted 20, 
years ago what she describes as a “dilated pore” on the ‘right cheek. Ten years ago she first’noted . 
depigmentation around the pore. The area of depigmentation has spread. Examination showed 
a 5.0X5.0 mm. area of partial depigmentation surrounding a comedone on the right cheek (Fig. 
1). The entire area was removed for microscopic examination (L. H. Winer, M.D.), which 
shows the epidermis to be atrophic and the follicle dilated. Deep in the reticular cutis is a 


Received for publication Dec. 21, 1955. 





Fig. 1 (Case 1).—Partial depigmentation about 
dilated pore ‘on the cheek. 
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Fig. 2 (Case 1).—Atrophy of epidermis; reduced 
Y% from mag. X 400. 





follicle cyst. No pigment-forming cells are evident in the wall of the cyst (Fig. 2). 

Case 2.—An 80-year-old white woman had a lesion on her back for many years. She does 
not know when the surrounding pigment began to disappear. Three years previous to the time 
I first saw her, she apparently had a comedone removed from the area. Examination showed 
a 6.07.0 mm. partially depigmented area surrounding a comedone on her upper back (Fig. 3). 
The entire area of the lesion was removed for microscopic examination (L. H. Winer, M.D.), 
which shows epidermal atrophy and collagen hypertrophy (Fig. 4). 


Fig. 3 (Case 2).—Depigmentation about giant 
comedone in dilated pore on the back. 













Comment 


Microscopic epidermal atrophy is present in the sections of both patients; similar atrophy 
was noted by Winer‘ about the ostia of dilated pores. Clinically, there is no atrophy of the 
skin surrounding the dilated pore, whether the skin is pigmented or depigmented. The lack of 
clinical atrophy and the incomplete depigmentation rule out lichen sclerosis et atrophicus even 
though, microscopically, Case 2 shows collagen hypertrophy. 








Summary 
Two cases of acquired depigmentation around dilated pores are reported. 








DEPIGMENTATION — DILATED PORE 





Fig. 4 (Case 2).—Epi- 
dermal atrophy and col- 
lagen hypertrophy; re- 
duced 1/5 from mag. 
X 140. 
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DERMATOLOGY AT THE UNIVERSITY OF ILLINOIS 
May 21, 1956 

To the Editor: The number of hours available for teaching during the four-year under- 
graduate medical course is static. Within this inflexible boundary, however, there is a con- 
tinually changing pattern of medical education. Many departments are always pressing for a 
larger proportion of the available time because of the claimed relative importance of their special 
fields to the prospective physician. As part of this never-ending struggle for the time and the 
minds of undergraduate students there has developed a growing tendency in some medical 
schools to reduce the amount of time devoted to the teaching of dermatology and to relegate 
dermatology to the role of a minor specialty. This trend is particularly ominous for the future 
of medical practice, for, while most general practitioners will probably refrain from performing 
difficult surgical or technical procedures, all of them will see patients with diseases of the skin; 
many will attempt to make a diagnosis, and most will prescribe some type of treatment. 

In preparing a recent report on the program of undergraduate teaching of dermatology 
at the University of Illinois College of Medicine I was impressed by the important role given 
to our department in the training of medical students. The number of hours (86) devoted 
to the teaching of dermatology, the comprehensive coverage of our course, and the status 
of dignity accorded to our specialty were developed and established under the leadership of 
Dr. Francis E. Senear, for many years the head of our department. I am submitting this 
report to you in the hope that it may serve as a yardstick to help heads of departments 
less fortunate than ours to ask for and to obtain increased time and facilities for the adequate 
teaching of cutaneous medicine. 


Undergraduate Teaching of Dermatology* 


Diseases of the skin may be entirely local, as contact dermatitis and certain infections 
and tumors. Others may be counterparts of lesions of internal organs, such as lymphomas 
or metastatic carcinomas, and they may constitute important clues leading to the diagnosis 
of hitherto unsuspected systemic disease. 

. . . The patient with lesions on his skin may consult a dermatologist about them, or, 
as is more likely in many communities, he may first be seen by his family physician. It 
may be assumed that only few of our graduates will become dermatologists, and it is not 
our intention to use our undergraduate teaching to train specialists. It is important, never- 
theless, that all of our graduates, whether general practitioners or specialists in other fields, 
should have a competent familiarity with diseases of the skin. 

. . . Dermatology is taught throughout the junior year, and the course consists of a 
combination of: didactic lectures and the study of patients in our clinic. In a field as broad 
as ours these two teaching techniques are inseparable, for dermatology is unique in the 
great number and the wide diversity of its diagnostic and therapeutic procedures, and neither 
lectures nor clinics alone would be adequate. 

The didactic lectures are given to the entire class for one hour a week throughout the 
junior year. These 34 lectures reintroduce the student to the anatomy, physiology, and 
pathology of the skin and then cover in a systematic fashion the commonest and most 
important diseases of the skin. These are considered in etiologically related groups, such 
as fungus infections, bacterial infections, drug eruptions, lymphomas, and the like, and also 
in morphologically related groups, such as the papulosquamous eruptions, bullous eruptions, 
and tumors, for the physician needs help in differentiating between eruptions that may 
resemble each other. Each lecture is illustrated by colored lantern slides from our extensive 
collection of clinical photographs, photomicrographs of sections, smears, cultures, and other 
visual aids. We are fortunate in having as members of our department teachers who are 
authorities in various aspects of our specialty, and they participate with me in presenting 
this comprehensive course of lectures. 


* Read before the meeting of the Faculty of the University of Illinois College of Medicine, 
May 3, 1956. 
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An additional series of 12 one-hour lectures is given to one-third of the class in each 
of three quarters. In this course eight lectures are given on the theory of sensitization 
phenomena and its application to clinical entities in dermatology, such as dermatitis venenata, 
urticaria, atopic dermatitis, and “id” reactions. There are two lecturers on diseases of the 
mouth, including the oral manifestations of skin diseases, infectious and fungus diseases, 
metabolic disturbances, blood dyscrasias, avitaminoses, and tumors. Two hours are devoted 
to emotional factors in diseases of the skin, including the investigation of psychodermatoses 
and the various methods of treating them. These lectures are also illustrated by colored 
lantern slides. 

For the clerkship the class is divided into groups of 18 students, and each group attends 
our clinic 10 hours a week for four weeks. One of the clinics is held at Cook County 
Hospital, where patients are demonstrated from both the wards and the outpatient depart- 
ment, while on the other days the students are at the Research and Educational Hospitals. . 
During these sessions we demonstrate patients presenting all of the common dermatoses and 
many of the rare ones, for we are fortunate in being able to select unsurpassed clinical 
teaching material from our large outpatient department and from our ward service. During 
these demonstrations biopsies are performed; scrapings are examined for fungi; scalps 
are examined for ringworm under the Wood’s light; cultures are planted, and minor 
surgical procedures are carried out, such as the use of electrocautery, surgical diathermy, 
and also the use of solid carbon ‘dioxide. The students have the opportunity to examine 
patients, to ask questions, and to examine scrapings, smears, biopsy sections, cultures, and 
other pertinent diagnostic material. Many of the patients are shown again during the four 
weeks attended by each group, enabling the students to follow many patients to a final 
diagnosis arid also to observe their progress under treatment. Instructors are changed every 
hour so as to minimize possible tiring of both the students and the teachers. In each group 
one hour per week is devoted to a discussion of the systemic manifestations of certain 
dermatoses, such as lupus erythematosus, scleroderma, sarcoidosis, and the erythema multiforme 
group. One hour per week is also spent in a demonstration and discussion of dermatologic 
treatment. 

The teaching in the clerkship is delegated only to the senior members of our department, 
for the presentation of patients is one of the most important responsibilities we have. In 
this area of teaching we have our best opportunity to impart to our students good habits 
of thorough examination, careful observation, rational differential diagnosis, and intelligent 
treatment. This fundamental task should always be the responsibility of the most experienced 
and mature teachers. available. 

We are mindful of the fact that what the student learns in our course will probably 
constitute most of the formal training in dermatology that he will receive in his lifetime. 
Unless he is destined to become a dermatologist, he will receive very little, if any, derma- 
tological teaching during his internship or his nondermatological residency. The quality of 
his performance with dermatological cases throughout his professional career will to a large 
extent be determined by our success or failure in equipping him with an adequate approach 
to and plan for the handling of each case. Recognizing this responsibility, we are con- 
tinually reappraising our methodology so as best to utilize our combination of patients, visual 
aids, and teachers for transmitting to our students dermatologic knowledge that will help 
them to practice good medicine no matter what branch of practice they may select. 


Marcus R. Caro, M.D. 

Professor of Dermatology and Head of the Department 
University of Illinois College of Medicine 

Chicago 12 


ALCOHOLIC HEART EXTRACT IN SERODIAGNOSIS OF SYPHILIS 


May 25, 1956 

To the Editor: The May, 1956, issue of the ARCHIVES was a worthy monument of a great 
discovery. The issue gives also credit to the ensuing serological and clinical progress through 
contributors who took an essential part in the development. I wish, in this connection, to mention 
one fact that often did not come out clearly in historical sketches, through the years. In dealing 
with the introduction of alcoholic heart extract as antigen most presentations give a list 
of several authors without emphasis on the sequence. It must, therefore, be pointed out 
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that the use of this antigen was first demonstrated by K. Landsteiner, R. Miiller, and O. 
Potzl (Wien. klin. Wcehnschr. 20 :1565, 1908). 

Landsteiner once called this to Bruck’s attention who then acknowledged it explicitly 
(Bruck, C.: Berl. klin. Wehnschr. 58:580-81 [May 30] 1921). He stated that mistakenly he 
had attributed the discovery to Marie and Levaditi, but that the possibility of using these 
extracts for the serodiagnosis of syphilis was, for the first time, demonstrated by Land- 
steiner. Miller, and Potzl in the paper quoted above, and afterwards confirmed by Levaditi 
and Yamanouchi. He concludes (translation) : “Herewith I set this situation straight.” 

Without depreciating the work of the other authors, Landsteiner, Muller, and P6tzl 
should be given the honor they deserve, since the introduction of the alcoholic heart 
extract was of paramount importance in this field, second only to the discovery of the 
Wassermann reaction itself. 

Very sincerely yours, 
Rosert Branot, M.D. 
259 Doctors Building 
Cincinnati 2 
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The New, Newer, and Newest 


Sept. 10: Perhaps it was because of the weather—the air was clear and cool after the 
summer. Then, too, the flight to Rochester was smooth, the company good, and the hotel com- 
fortable. At any rate, meeting-time had come round again, and the opening meeting of the 
season, The First Paul A. O’Leary Memorial Lecture, held in association with the Minnesota 
, Dermatological Society at the Mayo Clinic, was as fine a meeting as one could attend. 














More than 150 dermatologists, former students or associates of Dr. O’Leary, came from 
all parts of the country, from Canada, and one all the way from Iceland to participate in this 
tribute to his memory. The program would have pleased Dr. O’Leary; it was a combination 
of scientific papers, reviews, practical demonstrations, discussions, and opportunities for good 
fellowship. 


The honor of delivering the first Memorial Lecture fell to Henry Michaelson, Paul-O’Leary’s 
long-time neighbor, friend, and confidant, and Michaelson left no doubt that he considered it 
a signal honor. He spoke on Some Diseases of the Subcutaneous Fat, a subject that had 
long interested Dr. O’Leary. His thesis—fat is, in effect, an organ with its own functions 
and diseases. , This paper will appear in the ARCHIVEs. 








Tom Fitzpatrick, just returned from a tour of dermatologic centers in Japan, the first, or 
hors d'oeuvres, speaker, to use his expression, gave a “light” talk mostly about hyperpigmenta- 
tion, but he also presented illustrations of depigmentary diseases. He was apparently much im- 
pressed with the industry and the quality of the technical work of the Japanese and with their 
high standard of medical education. It was an instructive as well as an interesting dermatologic 
travelogue: . 





Then followed a Critique of the Tranquilizing Drugs by Howard Rome, psychiatrist, which 
was delivered in an auditorium that was the acme of ataraxia. The pastel shades, soft lights, 
spacious, comfortably upholstered seats, and excellent acoustics enhanced the lucid and important 
comments which traced the story of the tranquilizers from the first serendipic days to the 
present state of sober assessment. It seems that in this country, as a result of the fantastic 
public demand, tranquilizer drugs lag in sales only slightly behind the antibiotics, antihistamines, 
and laxatives, and very soon it appears “tranquilizers will be passing laxatives.” A sad re- 
flection on the state of our nerves! But then Louie Brunsting told of the old gentleman with 
bladder disease who had trouble “passing water.” He was treated with tranquilizers, and when 
questioned some weeks later he stated, “Sure I’ve still got the trouble, but I feel better about 
it now’—emphasizing what Dr. Rome said of tranquilizers, that they are all “boat-bailers; 
none of them calk the seams.” As he balanced the advantages, which are significant, even 
revolutionary in psychiatry, against the disadvantages, we were reminded of a statement we 
once heard Sam Zakon make to a class of students. He was discussing a new drug and he 
said, “Remember kids,-it’s a wonderful drug and you should use it freely when necessary, but 
it ain’t candy!” 





Progress reports of interesting studies were then made by Robert Pittelkon on Amino Acid 
Excretion Studies in Systematized Moniliasis and by R. W. P. Anchor on the Effect of 
Nicotinic Acid Administration on Blood Lipid Levels—Large doses orally, it appears, will 
lower the levels ‘significantly. 





Chuck Rein then spoke on a subject with the lengthy title Detection and Clinical Importance 
of Biologic-False Positivity in Serologic Tests for Syphilis, and in his usual style gave an 
excellent machine-gun, rapid-fire recital of the alphabetical tests VDRL, TPI, TPIA, TPCF— 
interpretations, misinterpretations, and what not. 





In the evening there was a delightful reception and dinner, where a large crowd came to 
pay their respects to Mrs. O’Leary, who was the honored guest. 





The next morning was given to presentation of patients in the amazing new Mayo Clinic 
Building, a triumph of dignified design and function, a bit startling in an otherwise drab little 
town. The patients all presented uncommon and interesting diseases (to appear in forthcoming 
Transactions. A visit to the Clinic is well worth anyone’s time. The appointments, equipment, 
and layout of the dermatology department are super and a bit overwhelming, for every thing 
is big, even most of the resident physicians are well over 6 ft. tall. As one wag was heard 
. to say, “H---, in a spot like this I could diagnose anything.” 

H. R. 
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METROPOLITAN DERMATOLOGICAL SOCIETY OF LOS ANGELES 


Irving A. Lewe, M.D., President 
Harold Price, M.D., Vice-President 
Edward L. Murphy, M.D., Secretary 

Nov. 22, 1955 


Psoriasis Vulgaris?? Presented by Dr. James L. Lyncu. 

A 25-year-old man gives no history of previous skin eruption except for a mild rash of 
the beard in 1951. A pruritic eruption developed on the face about one month ago. One week 
later, it spread to his neck, and in a few days to the trunk. The patient was first seen on 
Nov. 3, 1955, and, to date, there has. been.no appreciable change. The patient states that he 
had an upper respiratory infection with a minimal temperature just prior to this eruption. 
There is no drug history except that of a few aspirin tablets. Shortly before the eruption, the 
patient refinished some old furniture and was exposed to sawdust, old paint, staining material, 
and “Strip Ease” (a solvent). His general health has been good except for the fact that in 
two years after leaving the Service he has lost 40 Ib. 

On examination, there exists a dry, scaling, erythematous, confluent eruption of the eyelids, 
face, and neck. This confluent eruption presents more discrete patches over the shoulders, 
and on the trunk there are pinhead-sized erythematous flat shiny and scaly papules. 

Laboratory findings revealed the following: WBC—8,200; Normal differential; Hgb.—14.4. 
Urine—negative. Serology—negative. Biopsy specimen was taken from the left shoulder. 

Therapy consists of topical lotions, creams, and baths. 


Discussion 


Dr. JAMes L. Lyncu (Slide): This slide is not very diagnostic. The biopsy was taken 
from a papule on the left shoulder. The stratum corneum is thin, and there is vacuolization 
in the stratum granulosum. There is mild acanthosis. There is some intercellular edema, but 
there is no liquefaction degeneration. Very little lymphocytic infiltration exists in the cutis. 

Dr. WALTER S. GrEEN: Pityriasis rubra pilaris should be considered in the differential 
diagnosis, as the patient shows confluent corn-flake-like scaling of the face and neck as well 
as discrete hyperkeratotic papules on the trunk. However, the characteristic salmon-orange 
color is absent, as is hyperkeratosis of the palms and soles. 

Dr. THeEoporE M. CoHeN: This case is very interesting in that it is so full-blown in so 
short a period of time. However, I believe that this case is at the present time in a transition 
phase. I have seen similar cases turn out to be lichen planus after five or six weeks, and 
it is a distinct possibility that this may be one of those cases. The abdominal papules have 
a shiny appearance and are flat. This is suggestive of lichen planus even though the lesions 
have a slight amount of silvery scale. 

Dr. Harotp FisHMAN: I can’t accept either lichen planus or pityriasis rubra pilaris in 
the differential diagnosis. Clinically, this is psoriasis. The slide, however, is not psoriasis. I 
very strongly suggest another biopsy and a check with the laboratory to see if the right slide 
came back. 

Dr. MARGARET ANN STORKAN: The microscopic examination of the biopsy specimen from 
a lesion of the back reveals some parakeratosis. There is an irregular acanthosis,’ and the 
dermal infiltrate is only moderate. The dells of keratin seen frequently in pityriasis rubra 
pilaris are only occasionally present. There are no other abnormal findings. This is a picture 
of chronic nonspecific dermatitis; parapsoriasis is a good possibility. 

Dr. Murray ZIMMERMAN: There is a lot of edema in the epidermis. There should be 
more liquefaction, plugging, keratosis, and infiltrate. 

I’d.like to make one suggestion. If you use a high-speed rotary punch, you can take about 
six punch biopsy specimens at one time. Some of these will be typical and some of them 
will not be. If you don’t have to use sutures or an anesthetic, with a small punch you can go 
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“bzz-bzz-bzz” and get out a number of the specimens with less effort and time for the doctor, 
less pain and scarring for the patient. © 

Dr. Harotp Price: From the purely clinical approach, I saw, and I am sure others saw, 
on this person typical lichenoid lesions on the abdomen. These lesions were definitely poly- 
angular. Some of them were four-sided, others had six sides to them, and they were definitely 
flat and had a burnished, shiny appearance. Now, I would certainly have to place that in the 
category of the lichenoid lesions, and, although they didn’t have the color one ordinarily sees 
with lichen planus, still I just can’t fit the clinical appearance of these lesions into that with 
psoriasis. I can’t fit it in with pityriasis rubra pilaris. I certainly feel that this is a lichenoid 
lesion of some type and the best possibility would be lichen planus. 

Dr. James L. Lyncu: I greatly appreciate the discussion. When I first saw this patient, 
the eruption was more extensive than at present. The lesions were erythematous and more 
acute. There wasn’t scaling of any of the lesions, except on the face, which was exfoliating. 
From the shoulders down, the lesions were discrete, without any scale, and very smooth and 
shiny. At that time the first thing that I thought of was a drug eruption, but there was 
no history of a drug. A week ago many of the lesions began showing a slivery scale, and 
the condition began to look more like psoriasis. I shall obtain another biopsy from a lesion 
that has existed for some time. 


Noduloulcerative Syphiloderm with Leucoderma Colli. Presented by Dr. Epwarp L. 
Murpnry. 


A 42-year-old aircraft worker first noticed a small lump near midline of neck, posteriorly, 
seven years ago, which he thought was a group of infected hairs. The eruption gradually 
spread, both to the right and the left around the neck; he attributed this to the neck band 
of a tweed coat which he wore frequently. With the gradual appearance of new lesions, there 
was crusting, eventual healing and depigmentation. This process has repeated itself until 
now a considerable area of the right side of the neck and a smaller area on the left exhibits 
slightly depressed, noncontractile depigmented atrophic patches, having an irregular contour, 
with a few moderately indurated, superficially crusted nodules, at several points in the 
periphery. At one time he was given considerable x-ray therapy to the area under the diag- 
nosis of a fungus infection. 

At his first examination on Oct. 19, 1955, the striking features was a crusted nodule 1.5X 
1.5 cm. at the periphery of an irregular polycyclic, slightly atrophic, depigmented area on the 
neck of a middle-aged white man. ‘The history confirmed our suspicion, in that the patient had 
a primary syphilitic lesion in 1933 (22 vous ago), with intensive and prolonged antisyphilitic 
treatment while in the Navy. 

Biopsy specimen from the edge of the nodule, taken Nov. 19, 1955, showed many dilated 
vessels with a marked perivascular reaction of small round cells, some fibrosis, and numerous 
plasma cells. Many of the vessels show intimal changes. There is no gross necrosis and no 
giant cells. The epidermis is normal. Histologic diagnosis confirms the clinical diagnosis: 
tertiary nodulosyphiloderm. The serologic tests for syphilis were negative. 

Complete syphilitic evaluation revealed the following: 

1. Normal fluoroscopic and roentgenographic examination of the heart and great vessels 

2. Eye grounds and visual fields normal 

3. Spinal fluid, Nov. 11, 1955, revealed one cell; 

total protein 24 mg./100 cc.; 
colloidal gold 0012100000; 
Kolmer-Wassermann 4441000 

4. CBC and urinalysis—normal values 

5. General physical examination essentially negative except for skin lesions as noted 

Patient will be given mercury succinimide 1/6 grain (10 mg.) I.M. three times weekly for 
eight weeks with saturated solution KI, 15 grains (1 gm.), t. i. d. 


Discussion 


Dr. Harotp FISHMAN: This was one of the most interesting cases of the evening. This 
is the case of a man around 45, who had two depigmented areas on the back of his neck, one 
showing an ulcerated lesion in the peripheral border. The scars were almost atrophic, and, 
in texture, very similar to the residual scars of a gumma. But there were a few things that 
were not clinically just right for syphilis. There were almost symmetrical lesions. This is a 
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little unusual, though not necessarily against a tertiary syphilide. The diagnosis of leucoderma 
colli didn’t quite fit the pale areas. Leucoderma colli is a residual, freckling type of depig- 
mentation resulting as a residual effect of late secondaries. I cannot make a diagnosis of 
syphilis from this particular slide. There are only about two plasma cells in the whole 
section. It is true that in some of the deeper blood vessels there is an intimal proliferation, 
but it doesn’t at all resemble tertiary syphilis histologically. If a biopsy in tertiary syphilis is 
done in the proper area, it is very characteristic, and shows what we call a sleeve-like arrange- 
ment of plasma cells hugging the small blood vessels far removed from the actual gummatous 
area. 

I feel that if one looked at the slide alone, one could not make a diagnosis of tertiary 


syphilis. Going back to the clinical protocol, I still can’t get away from the fact that in the’ 


spinal fluid there were changes that make one feel that syphilis is in the diagnosis. I think 


this patient has, from laboratory findings, presumptively C.N.S. syphilis unless there was 


some other factor that has not come out in the clinical history. 

Dr. Epwarp L. Murpuy: The section is cut a little thick and there is too much staining; 
but, under a good scope, and under good magnification, one can see many plasma cells. They 
are hugging the vessels, and these are thickened. There are intimal changes in the vessels, 
and the infiltrate is primarily perivascular. There is some fibrosis. There is no necrosis. 
While this is not an outstanding section of a tertiary syphilis, I think it fitted in with the 
clinical picture. I think the clinical picture itself is diagnostic. I think those vessels are 
altogether too thickened for any other process. He has had this condition for seven years. 

Dr. Harotp C. FisHMAN: First of all, just intimal thickening—I can think of several 
other conditions that give that. That is not diagnostic of syphilis. 

Dr. Murray ZIMMERMAN: That is not intimal thickening. 

One of the most interesting things about this particular patient is his description of how 
the diagnosis of syphilis was made. According to his story, while he was in the Navy, the 
68-man crew used a common drinking bucket. Somebody did a dark-field examination of their 
mouths and found spirochetes, and then treated the whole 68 of them for syphilis for three 
years without any intermission. That, to me, is unique. 

Dr. Harotp C. FisHMAN: But trying to evaluate this patient after all that therapy, in 
fairness to Dr. Murphy, is a really tough problem. Clinically, even though it is not exactly 
: really good picture of tertiary syphilis, there are some factors that would make me at least 
Keep an open mind and have Dr. Murphy pursue this. patient a little further. I can’t 
definitely make a diagnosis of tertiary syphilis, and yet with the C.N.S. findings, we can’t 
dismiss it, even though I can not find any indications histologically. 

Dr. Murray ZIMMERMAN: I would agree with what Dr. Fishman as far as the C.N.S. 
I think that a positive spinal fluid Kolmer is 99% accurate for diagnosing C.N.S. syphilis; 
certainly nothing like a false-positive blood test. There are other factors that should be 
brought out. One is not stated in the protocol but is very significant; that this man has had 
at least, he says, 20 large injections of penicillin for severe infections, during the last five 
years. Tertiary syphilis with a negative blood test, back in the days when we used to see 
tertiary syphilis, has been reported, but it was one in a hundred, and the blood tests used then 
were crude. Secondly, the man has apparently had a tremendous amount of treatment, both 
good and bad treatment, penicillin and arsenicals, and bismuth. Tertiary syphilis after all 
this treatment would be one in a hundred, unless he has been reinfected. Thirdly, his lesions 
itch consistently, and he pulls out the hairs for relief. When he pulls them out, he gets a 
weeping solution. I don’t believe tertiary syphilis, once in a hundred times, itches. When three 
salient facts in the anamnesis are one in a hundred rarities for the diagnosis, it is probably 
wrong. I’d like to see Dr. Sternberg say this is tertiary syphilis; then, I’d believe it, but I 
wouldn’t otherwise. ; 

Dr. James L. LyncH: This man told me he had similar lesions on his face—two or three 
or more—which have since disappeared. It doesn’t seem reasonable to me that they would 
disappear if they were of a syphilitic nature. 

Dr. Leonarp E. Savitt: I believe this is a good example of neurotic excoriations. In 
regard to the gross lesion, there is no evidence of what I would consider to be cigarette-paper 
scarring, hyperpigmentation, or annular configuration. There is merely a tendency toward 
circular morphology. Now, as far as the spinal fluid is concerned, there isn’t anything there 
that would point to active C.N.S. syphilis. The cells certainly aren’t increased, and the 
colloidal gold and protein are normal. All we have is a positive Wassermann reaction, which 
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is not significant of present activity. Histologically, I could see nothing that would fall in 
line with a syphilitic lesion. : 

Dr. Ratpy B. CoomsBer: I agree with Dr. Savitt. While the man says he isn’t nervous, 
he was very loquacious, and most of us would classify him as a nervous person. This started 
about eight years ago after a bilateral bursa operation on the shoulders and an appendectomy. 
The man says there is a certain amount of crawling under his skin, and he states he “gets in 
there and digs them.” Above the scars, there was a moderate amount of folliculitis within 
the scalp margin. I felt that this case was one of neurotic excoriation. 

Dr. Joun W. Carney: I agree that this patient has or has had, syphilis; however, it is 
debatable if the lesions on the neck are actually those of late, cutaneous syphilis. The infor- 
mation should be obtained as to the patient’s previous treatment and spinal fluid findings; if 
this record is not available, I would retreat the patient with 9,600,000 units of penicillin and 
repeat the spinal tap six months after completion of treatment. 

Incidentally, I should like to ask Dr. Murphy why he prefers to use mercury instead of 
penicillin for treatment of this case. 

Dr. Ettor Work: I should like to suggest that a Treponema pallidum immobilization test 
be performed. A positive result would definitely indicate that this patient had syphilis and 
help to explain the Kolmer reaction of the spinal fluid. A negative result will rule out the 
diagnosis as untenable. However, I believe that clinically this eruption is not consistent with 
the presenting diagnosis. 

Dr. Herpert A. FisHpern: He has no evidence at all in his spinal fluid of active syphilis of 
the central nervous system, and I can see-no reason why you ought to treat this man from a 
C.N.S. standpoint at all. He has no cells, no elevated protein—he has a positive diagnostic 
test—but no sign of activity, clinically or from the laboratory findings. 

Dr. Joun W. Carney: I believe that it is pretty well accepted now that the “activity” 
of syphilis in the spinal fluid is evaluated from the number of cells and the amount of globulin 
present. 

Dr. Murray ZIMMERMAN: Dattner and Thomas, who are supposed to be authorities, 
agree with Dr. Carney, and so do I. 

Dr. Epwarp L. Murpuy: I want to thank you for the discussion in this case. In fact, 
you have answered most of the questions. If this case had been just the run-of-the-mill 
syphilis of the skin, I don’t think I would have bothered to present it. But this case is not 
just the run of the mill. To begin with, this man is now in his middle 40’s. He has had this 
condition for a period of about seven years. He originally had his syphilis infection, which 
I have no reason to question, approximately 13 years ago. It is an ideal length of time for 
the appearance of late cutaneous syphilis with or without treatment, and the fact that the 
man had all types of treatment, including a lot of penicillin, in my estimation, doesn’t preclude 
him from having cutaneous relapses. This‘man has had a progression of these lesions, which 
originally started as a few lumps, he says, on the back of his neck, and progressed around on 
both sides with more extension to the right. With the healing of these lesions he developed 
noncontractile scars with depigmentation. These lesions do have a somewhat circinate appear- 
ance. They are not crescents of circles exactly, but they certainly are an irregular kidney- 
shaped type of lesion both over all and in the individual lesions themselves. Now, as to the 
concomitant findings in this man, in the histology, I think the predominance of findings are 
in the vessels and perivascular, and there are enough plasma cells, I think, to make you think 
of syphilis in the first place. The spinal fluid was positive, which helps clinch the diagnosis 
of syphilis. The fact that he has only one cell indicates no activity, in my opinion. The 
low total protein of 24 and the gold curve with only a very slight rise in the midzone speak 
for quiescence of an old involvement of the cerebral nervous system some years back. This 
man has had a lot of treatment before the onset of the skin lesions. I rather think that has 
changed the picture in the spinal fluid to a great degree. Now, as to treatment, I don’t feel 
I'd give this man penicillin. Penicillin, in my opinion, is fine for early syphilis and even late 
syphilis, but, it is, I think, pretty wel! believed by most of the men that have seen a lot of 
late syphilis that mercury is the best, and I am going to give this man 20 injections of mercury 
succinimide, 10 mg. I.M. three times a week for eight weeks, with saturated solution KI. 
1 gm. t. i. d. I don’t intend to do another spinal. I will do a T.P.I. test but I am not 
convinced that it is essential, or that, even if negative, it disproves the clinical diagnosis. 
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Porphyria Cutanea Tarda (Chronic Porphyria Mixed). Presented by Dr. CHESTER SIDELL 
and Dr. Gorpon Erickson (by invitation). 

A 20-year-old white woman, mother of two children, noticed onset of easy bruising and 
formation of bullae, followed by scarring and pigmentation in exposed areas soon after the 
birth of her second baby, two years ago. The activity was increased after exposure to the sun. 

In June, 1955, she developed abdominal colic. Urine exposed to the sun turned black in 
10 to 15 minutes during this episode. 

Laboratory studies in June, 1955, revealed the following: Hemoglobin 12.5 gm.; WBC 
9650; coproporphyrin—strongly positive; porphobilinogen—strongly positive; total uroporphyrin 
—5120y in 24 hours (norm.—10-120y); free uroporphyrin—3960y in 24 hours; preformed 
uroporphyrin—1160y in 24 hours; sedimentation rate, 36, corrected; B.S.P. 12.5%, retention 
45 minutes; cephalin-cholesterol, 24 hours—negative; cephalin-cholesterol, 48 hours—negative. 

Abdominal symptoms increased in number and severity during the next month, associated 
with numerous bullae over exposed areas, face, neck, and forearms, and paresthesias of 
extremities. Frog test for pregnancy was positive at that time. A therapeutic abortion was 
performed in July, which was followed by much improvement in the abdominal and nervous 
symptoms, as well as the skin manifestations. She has continued to improve clinically since 
that time. 

Examination in August revealed no porphobilinogen, but large amounts of uroporphyrin 
and coproporphyrin were still present. 

Family history revealed the following information: 

1. Father died after surgery for undiagnosed abdominal pain. He had passed “port-wine” 

urine for four years prior to his death. 

2. An 18-year-old brother showed porphobilinogen in the urine. 

3. Other siblings and two children—negative. 

Treatment has consisted of vitamin By», 100y, once to twice weekly; a high protein, high 
caloric diet, and sun filter locally. 


Discussion - 


Dr. AtLan G. REDEKER (by invitation): Drs. Erickson and Seidell have asked me to speak 
tonight about some of the problems of interpretation of the testing procedures commonly 
performed on urines where problems of porphyrin metabolism, in particular, porphyria, are 
concerned. I am sure that I can’t claim the distinction of being an expert on porphyrin 
metabolism or porphyria. I am interested in this and we have been doing what, I think, is 
interesting work on this problem on the University of Southern California service at the 
County Hospital. I must give untold credit for a great deal of our work to Dr. Rex Sterling, 
our biochemist. I think .the first thing to start with is the problem of classification of the 
porphyrias. 

- The best classification appears to be that of Dr. Cecil Watson based on the proposed site 
of origin of the abnormal porphyrins we find in the urine. Let me say here that the term 
porphyrinuria simply means the presence of some porphyrin in the urine without reference 
to the cause, and the porphyrias are only one of many porphyrinurias. The porphyrias prob-- 
ably include two distinct disease entities, one of these being the erythropoietic (congenital) 
form of the disease. This form is transmitted as a Mendelian dominant characteristic in 
animals, but the human form is very rare. The few reported cases which are well documented 
have all appeared in children, though the possibility of a latent form appearing in adults is 
to be considered. Shortly after the first exposure to sunlight, these persons begin to excrete 
Burgundy-wine urine. This may occur within a few hours after birth. It may be a few days 
or weeks before sufficient radiation has been absorbed to cause them to have porphyrinuria. 
In general, these persons excrete a persistently red urine and manifest cutaneous photosensi- 
tivity. The porphyrins excreted are almost entirely of the Type I isomer; in fact, the 
uroporphyrin derived from these urines is used as a standard reference compound for urotype I. 

The other form of the porphyrias is the hepatic type usually manifesting some degree of 
liver dysfunction. It is hard’to say whether the porphyria is the cause of or the result of the 
liver disease. 

The commonest of the hepatic porphyrias i: the acute intermittent type. These people have 
abdominal, nervous, and psychiatric symptoms occurring together or separately at some time in 
the course of their disease. At some time during their disease they invariably excrete abnormal 
porphyrins or porphyrin precursors in their urine. One of these substances is porphobilinogen, 
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a precursor of uroporphyria. It is an Ehrlich reacting compound which appears in the fresh 
urine. It is separated from urobilinogen by its insolubility in chloroform. It does not fluoresce, 
and is not a porphyrin per se. ‘It is a precursor of both types I and III, depending on the 
pH of the urine. Actually the uroporphyrin found in these urines is probably an artefact, 
being formed in the bladder urine from precursors, for very fresh urine as a rule contains 
almost no uroporphyrin. These urines must be acidified to convert the precursors before 
analysis for uroporphyrin can be made. 

One can see, then, that the absence of uroporphyrin in the fresh urine does not obviate 
the diagnosis of acute porphyria. The other forms of the hepatic porphyrias are the cutanea 
tarda and the mixed or chronic porphyria. The cutaneous lesions are undoubtedly familiar to 
this group. Porphobilinogen is never present in the urines of the cutanea tarda group, but 
occurs unpredictably in the urines from the mixed group. Abnormal amounts of copro- 
porphyrin are excreted in all’ the forms of porphyria, but have little diagnostic significance 
since they are excreted in many other conditions, for example, lead poisoning. The uro- 
porphyrin only is diagnostic. In the cutaneous hepatic porphyrias, the uroporphyrin excreted 
is about 95% of the Type I isomer. The fresh urine when examined will contain uroporphyrin 
itself and not precursors. These urines as a rule are dark. I have seen variations in color 
from almost black to a very light orange. On rare occasions even the raw urine may fluoresce 
under ultraviolet light. The dark color of these urines has little meaning, for all of the 
porphyrias except the congenital type may excrete colorless urine which still contains large 
amounts of porphyrin. We are not certain as to the cause of the dark color when it does occur, 
except that it probably is not due to porphyrin compounds themselves. However, if the fresh 
urine is dark, that is, of course, suggestive of porphyria. If the urine is clear and turns dark 
on standing, particularly in sunlight, that also is suggestive of porphyria. But if it is passed 
clear and fails to darken on standing, that ‘is not evidence against the diagnosis of any of 
the forms of porphyria except the congenital form. 

In the mixed type we see a combination of the acute and the cutanea tarda forms of 
porphyria. There is great lability as to the type of porphyrin excretion, depending upon the 
predominating symptoms. When abdominal pain is prominent, they excrete porphobilinogen 
also. In any of the hepatic porphyrias all of the porphyrins and their precursors may disappear 
entirely from the urine during periods of remission. - 

Normal people may excrete small amounts of coproporphyrin, though large amounts are 
always abnormal. If the clinical picture is suggestive of porphyria, a tentative diagnosis can 
be made; however, actual diagnosis depends upon the demonstration of uroporphyrin. Usually 
when clinical symptoms are present, uroporphyrin is also present in the urine. 

Dr. Murray ZIMMERMAN: Going along with the excretion, would there be any indication 
of how much liver damage people—industrial workers—are getting when they are exposed 
to carbon tetrachloride in the laboratory and things like that? 

Dr. ALLAN-G. REDECKER: Porphyrin excretion has never been correlated with the extent 
of liver damage, either in cirrhosis, toxic liver disease or porphyria. However, some evidence 
of liver disease is almost invariably present in the cutanea tarda and mixed types of porphyria. 

Dr. Murray ZIMMERMAN: One question—what rationale is there in treating these people 
with anything whatever? 

Dr. ALLAN G. REDECKER: We are obligated to treat them, I am sure. Some people have 
claimed some success with vitamin Bw and Bi. It is difficult to evaluate therapy in a disease 
like porphyria where spontaneous remissions are so common. Part of the rationale for vitamin 
Bz therapy stems from the fact that experimental porphyria in animals can be prevented if 
the animal is pretreated with Bw. In general, the results with vitamin therapy are discouraging. 
In the cutanea tarda form the only thing that endangers life is the progression of the liver 
disease, which should be treated as any cirrhosis. 

Congenital porphyria is an entity by itself with only cutaneous lesions and hemolytic 
anemia. All of the other porphyrias are termed hepatic. We usually speak of cutaneous 
porphyria in relation to either the mixed or the cutanea tarda forms. Family studies have 
shown that in one family all of the hepatic types may occur in different individuals. 

Clinically, liver damage is most common in the cutanea tarda and mixed forms. Often it 
may be hard to demonstrate liver damage in the acute intermittent type. In the congenital 
form, there is no apparent liver disease and the abnormal porphyrins are probably produced 
in the bone marrow. In the hepatic forms, the abnormal porphyrins appear to come from 
the liver only. It is thought that the liver abnormality is related to hepatic catylase metabolism. 


561 








A. M. A. ARCHIVES OF DERMATOLOGY 


Erythroderma. Presented for recommendations of future management by DR. LAURENCE J. UNDERWOOD, and 
DR. WALTER S. GREEN 

Localized Scleroderma. Pricantad by DR. CHESTER M. SIDELL, and DR. J. eat? ERICKSON (by invitation). 

Case for Diagnosis. Presented for diagnosis and therapeutic suggestions by DR. J 

Case of Pustular Psoriasis. Presented for treatment suggestions by DR. VINCENT P. SURBY™ 

Case for Diagnosis. vise ogg ye paneer suggestions by DR. ROSE 2 SAPERSTEIN,. 

Porokeratosis. Presented by DR. CHESTER M. SIDELL, and J. GORDON ERICKSON 

Bacterid? Tinea? Presented Re “diagnosis and treatment by DR. ROSE M. SAPERSTEIN. 

Case for Diagnosis and Treatment. Presented by DR. ROSE M. SAPERSTEIN. 


Irving A. Lewe, M.D., President 
Harold Price, M.D., Vice-President 
Edward L. Murphy, M.D., Secretary 

Dec. 20, 1955 


Cutaneous Beryllium Granuloma? Presented by Dr. WALTER S. GREEN and Dr. LAuRENCE J. 
UNDERWOOD. 


An 1l-year-old white girl cut her left great toe while walking barefooted outdoors in 
December, 1954. Broken glass may have been in the area, but she does not recall fluorescent 
tubing. Within a few weeks the cut on the medial aspect of her toe became reddened and 
elevated, but not painful. The family doctor incised the lesion and drained a little pus, but 
the wound refused to heal. From May, 1955, to September, 1955, she was given intramuscular 
penicillin twice weekly without help. In September the physician excised the involved 1X2 cm. 
area of skin, and the pathologist reported “a granulomatous reaction characteristic of tuber- 
culosis,” although stains for acid-fast bacilli were negative. X-rays of the chest and foot 
were normal. 

A 15X20 mm. area of dusky erythema is present on the medial aspect of the left great toe 
with underlying induration and a central linear crust. There is no inguinal lymphadenopathy. 

Histopathologic examination reveals a pseudoepitheliomatous hyperplasia associated with 
necrobiotic areas (which can be distinguished from caseation necrosis). There is an irregular 
pattern of dense infiltrate composed of round cells, histiocytes, a few plasma cells and occa- 
sional giant cells of the Langhans type. 

The patient has been seen only once, and no treatment has been given. 


Discussion ‘ 

Dr. Meyer Berke: The histologic structure was reported as having a tuberculoid appear- 
ance. I wonder why, clinically, with the warty-type lesion, which, at times, showed almost 
purulent characteristics, this lesion couldn’t well fit into the picture of tuberculosis cutis 
verrucosus. 

Dr. Harotp Price: I should like to make a few comments regarding berylliosis in general. 

Starting in 1943, reports of a new disease entity occurring in workers who were exposed 
to beryllium began to appear in the occupational medicine literature. This was a pulmonary 
disease which appeared as (a) an acute pneumonitis in workers engaged in extracting the 
metal and its salts from the ore, and (b) a chronic delayed pulmonary granulomatosis occur- 
ring in workers in fluorescent lamp manufacture. 

The acute pneumonitis was a chemical irritation dependent upon the inhalation of beryllium 
salts, which act as primary irritants. The chronic disease was in the nature of a pulmonary 
granulomatosis which simulated that of sarcoidosis to a great extent and which developed 
long after initial exposure. Amount of exposure did not have to be great for cases were 
reported in people living as far as 3% mile away from the processing plant, which were 
attributed to atmospheric pollution. 

Cutaneous reactions to beryllium salts occurred as follows: 

1. Primary irritant contact dermatitis. 

2. Sensitization contact dermatitis. 

3. Cutaneous granulomas in patients with pulmonary granulomatosis. 

4. Ulcers with granulomas resulting from subcutaneous implantation of soluble beryllium 

salts or phosphors. 
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It is becoming clear now that sensitization plays an important role in chronic berylliosis 
and cutaneous lesions. In this case, I: would suggest a patch test be done with a dilute beryllium 
salt. A positive reaction would further a diagnosis of beryllium granuloma. 

Dr. WALTER S. GREEN (slide): Microscopically, one can see homogenous areas of necro- 
biotic changes associated with an infiltrate of round cells, histiocytes, a few plasma cells, and 
the characteristic Langhans type giant cells. 

The recurrence of this lesion following excision is in keeping with the tendency for silicon 
granulomas to recur unless very widely excised, as the silicon particles can apparently incite 
a granulomatous reaction over a considerable area from it. 

Dr. Murray ZIMMERMAN: In the literature, patients moribund with pulmonary beryllium 
granulomatosis, which resembles severe Boeck’s sarcoidosis, have been brought back to life 
by the use of steroids. There are also reports that it worked by local injection. I don’t see 
how you could have permanent success giving it orally or locally since the antigen would 
still be there. It would be an indefinite procedure, but worth trying. 

I don’t know whether the child couldn’t have the same response, let us say, to silica, as in 
swimming-pool granuloma. There is no suggestion of beryllium contamination there, and 
they get a similar tuberculoid granuloma structure which usually has not tubercle bacillus in it, 
on culture. 

Dr. Harotp Price: One other thing, the fluorescent lamps up to 1949 were manufactured 
with beryllium phosphor, but since 1949, other phosphors, which do not contain beryllium, are 
being used. So, the likelihood of developing beryllium granuloma from a broken fluorescent 
lamp today is most unlikely, unless it is one of the old lamps. 

Beryllium is used in many metals for the purpose of tempering and hardening the metal. 
Then it is in the form of elemental beryllium. That hasn’t been reported as producing 
berylliosis. Berylliosis occurs in factories where beryllium is processed, in fluorescent lamp 
manufacture, in preparation of lamp phosphors, in ceramics, etc. 

Dr. Herpert A. FisHBeIN: Since the diagnosis is still presumptive and the differential of 
tuberculosis cutis is a very real one, part of the work-up should include a tuberculin test and 
a chest x-ray. 

Dr. Meyer Berke: One other thing—I would suggest the use of streptomycin twice weekly 
for a period of six to eight weeks and see what effect it has. 

Dr. Frep F. FetpMANn: I would suggest isoniazid rather than streptomycin. 





Eosinophilic G loma of the Lower Lip. Presented by DR. IRVING A. LEWE. 

Case for Diagnosis. Pr ted by DR. DAVID N. ALCON. 

Dermatophytosis Pedis or Pompholyx. 

oe Sn Lupus Erythematosus, or Contact Dermatitis ot the Cheeks. Presented by DR. DAVID N. 
A 





Xanthomatosis with Hypercholesteremia. 
Xanthoma Tuberosum? Presented by DR. DONALD ROSMAN. 


METROPOLITAN DERMATOLOGICAL SOCIETY OF NEW YORK 


Valentine Baker, M.D., President 
Alexander W. Young Jr., M.D., Secretary 
Jan. 19, 1956 


Lichen planus hypertrophicus—Results of Treatment. Presented by Dr. ANntHony N. 
Domonkos. 


Housewife, age 32, was previously presented at this Society with a diagnosis of lichen 
planus hypertrophicus recalcitrant to all forms of the usual medications. At the meeting 
a suggestion was made by Dr. Royal Montgomery that the lesions be injected with hydro- 
cortisone. Accordingly, some of the lesions were injected with Meticortelone suspension con- 
taining 25 mg. per cubic centimeter. Approximately 0.3 cc. was injected into each one of 
the lesions. None of the lesions has received more than three injections at intervals of two 
weeks. Several lesions present tonight have not been treated at all to show better the results 
of the injection treatment. 


Discussion 
Dr. ALEXANDER W. Younc Jr.: The result is most remarkable. I have had no real treat- 
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ment for lichen planus hypertrophicus, and in the course of several years have tried most of 
the usual modalities. 

Dr. Royat M. Montcomery: Recently I have been treating another patient who has 
hypertrophic lichen planus with hydrocortisone suspension. Besides the hypertrophic lesions, 
he has a diffuse eruption on the legs and buttocks. He has received 2.5 to 5 mg. injected 
just below the keratotic nodules, weekly. Within four to six weeks the lesions have become 
flat and now show only pigmentation. 

Dr. AntHoNy N. Domonkos: It is very interesting. Actually the action has been on the 
hypertrophic character of the disease. (She still has typical pigmented lesions of lichen planus.) 
Morphea. Presented by DR. C. FRANK POST. 

Mycosis Fungoides? Pr ted by DR. MILTON B. SLOANE. 
Psoriasis. Presented by DR. VALENTINE C. BAKER. 


Subacute Disseminated Lupus Erythematosus. Presented by DR. MILTON B. SLOANE. 
Papulonecrotic Tuberculid. Presented by DR. CHARLES F. POST. 





NEW YORK. ACADEMY OF MEDICINE, SECTION OF DERMATOLOGY AND SYPHILOLOGY 


Timothy J. Riordan, M.D., Chairman 
Wilbert Sachs, M.D., Secretary 
Jan. 3, 1956 


Previously Recurrent Basal-Cell Epithelioma, Showing Result One Year After Treatment 
with X-Rays. Presented by Dr. ANtHoNny C. CrpoLtaro, for Dr. WILLIAM BURROUGHS. 

Duration: 3 years. 

Location: Right nasolabial fold. 

Patient: Man, aged 69. 

History: This patient is presented to show the results of treatment. He was presented 
last year with a large ulcerating epithelioma that had been treated with x-rays, and at that 
time the skin reaction due to the x-rays was at its height. Some of the discussers were 
dubious of the efficacy of x-ray therapy in a case of this type. 

The patient was first seen in our clinic in October, 1954, with a deep, oval-shaped 23 cm. 
ulceration having raised. infiltrated borders. The lesion had been treated elsewhere on two 
occasions by electrodesiccation, each time being followed by a recurrence. 

A biopsy was done, and x-ray treatment was given (see details below). 

Examination: There remains a well-formed, pliable scar, with no palpable infiltration. 
The underlying mucosa is intact; two minute reddish puncta are noted in one area. 

Biopsy: Diagnosis—Basal-cell epithelioma. 

Throughout the cutis there are lace-like, adenoid masses of neoplastic basal cells. The 
adjacent struma contains dilated capillary vessels and collections of chronic inflammatory 
cells. There is moderate fibrosis. 

Treatment: X-ray radiation, shielded and unfiltered, with a HVL of approximately 0.5 
mm. of Al was used. Constant factors were 85 kv, 5 ma, 20 cm. f.-s.d. For one week 680 r 
was given t.iw. The treatment was then modified to extend over a longer period of time, 
and 400 r was given t.i.d. A total of 4800 r was administered in three weeks, the last treat- 
ment being on Dec. 29, 1954. 


Discussion 

Dr. CHartes Wotr: I happened to read the discussion on this case when it was pre- 
sented a year ago. The consensus at that time was that the man had an over-irradiated lesion 
and would require surgical approach or a plastic approach, or any other method of approach, 
in order to cure it. Dr. Cipollaro stuck to his guns and said that further treatment was not 
necessary, that the lesion would heal, and today we have living evidence and a beautiful 
demonstration of a wonderful cure of a persistent and recalcitrant lesion. 

Dr. ANTHONY CrPoLLARO: The only reason for presenting this case is that there was so 
much discussion when we presented it on Jan. 4, 1955. As a matter of fact, there were nearly 
two pages of discussion, and the discussion was on how other methods might have been better 
than the x-rays, and in my closing remark at the end of the meeting I said I should be happy 
to present this case again showing the result of treatment with x-rays. This patient had a 
large ulcerating basal-cell epithelioma of the right nasal labial fold which had been treated 
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previously twice with electrosurgery, and which recurred both times. Only one year has 
elapsed, but he is clinically cured, and there is no evidence of radiation reaction. The resulting 
scar, as you see, is soft, pliable, and cosmetically good. X-rays properly applied for this type 
of lesion are good therapy. I am not opposed to the use of electrosurgery. I think it could 
have been cured with electrosurgery if the epithelioma had been treated somewhat more 
vigorously. Chemosurgery using Moh’s method or plastic surgery is an excellent method, but 
unnecessarily complicated for most dermatologists. 

Another reason for bringing this patient back is that so many members expressed some 
doubt as to the efficacy of x-ray therapy in a recurrent epithelioma involving the ala nasi and 
its underlying cartilage. 


Spiradenoma (?) or Clear-Cell Hydradenoma (?). Presented by Dr. Perry SAcus. 

Duration: “Several months.” 

Location: Left mandibular region. 

Patient: Woman aged 66 years. 

History: About seven months ago the patient first noticed a purplish nodule in the right 
preauricular area, which gradually increased to pea size and bled occasionally because of 
trauma from eyeglasses. This was excised, and the above two pathological diagnoses: were 
made. 

A similar but smaller lesion has been present in the left mandibular region for “several 
months.” This was thought to be of the same nature as the lesion which was excised. 

Examination: There is a small, raised, smooth, purplish, cystic nodule in the left mandibular 
region, which is asymptomatic. 

Biopsy: Diagnosis: Spiradenoma (Dr. Sachs). Clear-cell hydradenoma (of sweat gland) 
(Dr. Kallman). ? : 

A well-circumscribed tumor mass invades to the level of the deep cutis. Two types of 
cells are seen. The predominant cell is ovoid and contains eosinophilic cytoplasm. The second 
cell type contains clear cytoplasm. This is an uncommon tumor, probably arising from the 
sweat glands and variously referred to as clear-cell “myoepithelioma” or clear-cell hydra- 
denoma. (Dr. Kallman). 

This lesion has been diagnosed as a spiradenoma by Dr. Sachs. 


Discussion 

Dr. FrepericK Retss: May I ask the presenter whether he has stained for acidophilic 
bodies or for mucin? I believe that the case presented resembles the clinical and histopatho- 
logical features of what has been described as myoepithelioma. (Lever: “Histopathology of 
the Skin,” p. 311) 

Dr. Witpert SACHS: Do you mean, Dr. Reiss, to imply that you agree with the concept 
that these cells come from the muscles? You said “myo.” 

Dr. Frepertck Reiss: From the gland anlage. 

Dr. WIiLBertT SACHS; You mentioned the word ‘myo.” 

Dr. FrepericK Reiss: That is my impression looking at those cells. 

Dr. Witpert Sacus: I cannot conceive of a sheet of epithelium related to muscle in any 
way, so I think the word “myo,” in spite of the article that has been written, is somewhat 
incorrect. 

Dr. ArtHur B. Hyman: In view of the fact that all competent histologists agree there 
are certain cells in the sweat apparatus which by common consent are called myoepithelial 
cells, and concerning which everybody agrees that they are not of muscle origin but because 
of their function accepts the term of “myoepithelium,” I see no objection in principle to such 
a term as myoepithelioma being used. However, I doubt very much whether there is such 
a specific tumor originating only from these cells. So I partly agree with the Chairman, and 
I partly disagree. But as far as the differences of opinion that were expressed about the 
nature of this tumor are concerned, which Dr. Kallman called a clear-cell hydradenoma, 
whereas Dr. Perry Sachs called it a sweat-gland adenoma, I do not think that these expressed 
differences of opinion really have meaning. It depends on how you define the terms. Both 
of them would indicate an origin from elements of the sweat apparatus, and everybody would 
agree that on the slide it is a lesion derived from sweat apparatus. The question is whether 
this may or may not become malignant. It is probable that the condition such as was seen 
under the microscope has the chance of so becoming, but there are many sweat-gland tumors 
that ordinarily show no tendency of becoming malignant. On clinical grounds nobody can 
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make a diagnosis of myoepithelioma. Whether it really exists as an entity is itself a question. 

Dr. Witpert Sacus: Everybody does not agree on the term “myoepithelioma.” I 
cannot understand one name for one cell coming from: two types of tissue, epithelium 
and connective tissue. I don’t think that is possible, and therefore I would not accept 
any such term as myoepithelioma. There may be a muscle cell, an occasional muscle cell, 
which you may find around a lot of different types of tissue but no part of the epithelial 
tissue. Therefore I do not believe that you can have myoepithelioma, any more than you can 
have a spindle-cell epithelioma. 

Dr. Dante. HyMan: I agree with you, there is probably no such thing as a myoepi- 
thelioma specifically. But there are such things as cells of the sweat apparatus which are by 
common agreement called myoepithelial cells, with a clear understanding that they are of 
epithelial origin but have some kind of muscular function. That is an agreed concept, whether 
you accept it or not, and I think it is a concept that would have to be acceptable to the 
examiners of the Board and to most dermatologists of America. Therefore, to brush aside 
the term “myoepithelium” would not be right. To consider that there is no such thing as 
a myoepithelioma is tenable, and on this I would agree with you. 

Dr. FrepertcK Reiss: I have to defend Dr. Hyman. Myoepithelial cells have been 
described in mixed tumors. Some of these cells show secretion of a mucous-like substance, 
and that is why I asked Perry Sachs whether mucicarmine stain has been made and whether 
a stain for glycogen was done, because in such tumors both of these substances are demon- 
strated. The Sudanophilic bodies show a degeneration of secretory cells. I agree with Dr. 
Hyman that myoepithelium does not necessarily mean muscle cells. 

Dr. Perry M. Sacus: No special stains were done. I believe that finding glycogen is 
considered of little significance. I agree the term “myoepithelioma” has been brought to the 
fore recently and I don’t think it has too much merit for .reasons previously noted. These 
two diagnoses were made independently, and the difference of opinion developed not between 
us, since I feel that a clear-cell “myoepithelioma” and a clear-cell hydradenoma are in reality 
the same entity as a spiradenoma. 

Dr. ALEXANDER A. FisHER: I should like to add a nonhistologic note. When the sweat- 
gland tumor becomes malignant and becomes a sweat-gland carcinoma, it will usually occur 
in this area in front of the ear or near the eye. We recently had two such cases. Although 
the literature stated that these lesions when they become malignant were not radiosensitive, 
both of the cases that we had responded beautifully to x-ray therapy. 

Tuberculosis Cutis? Sarcoidosis? Presented by Dr. AprrAN Bropey for Dr. Herpert H. 

HERR. 

Duration: 14 months. 

Location: Upper lip, right buccal mucosa. 

Patient: Man aged 30. 

History: Approximately 14 months ago the patient noticed swelling of the right side of the 
upper lip which has persisted, the degree of edema varying from time to time. Hot food or 
drink causes burning in the area. Whitish patches on the right buccal mucosa have been 
present for an unknown period of time. The gingiva is often tender and bleeds readily. 

The patient came from Puerto Rico about four years ago. There is no history of 
tuberculosis or leprosy in the family. } 

Examination: There is moderate, soft, nontender edema of the right side of the upper 
lip. On the right buccal mucosa are raised, white patches, and gingival enlargement is noted. 

Biopsy: 1. (767) Lip. 2. (768) Buccal mucosa. Diagnosis: Tuberculoderma—rule out 
sarcoidosis. 

Both lip and buccal mucous membrane specimens show tuberculoid reactions. In the 
lip the granuloma is more sarcoidal in structure, while the mouth shows larger amounts 
of lymphocytes in addition to the epithelioid cells. Neither section shows any caseation. 

Laboratory data: CBC: Hgb—15.0 gm. ; Rbc—4,300,000 ; Wbc—6300; polymorphonuclears— 
68; Lymphocytes—29; Mononuclears—3. 

Urine—negative. Serology—negative, Mantoux: 1:10,000—edema 4 mm. in diameter, with 
surrounding erythema; 1:1000—edema 1 cm. in diameter, with surrounding erythema. Nasal 
scrapings—negative for A. F. B. Chest x-ray—negative; x-ray of hands—negative. 

Discussion 

Dr. HeLen Curtu: I believe it is quite fashionable at the present time when one is con- 

fronted with lesions of the lips to consider the possibility of Melkersson-Rosenthal’s syndrome. 
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The fact that only one side of the upper lip is involved and the fact that sarcoid structure 
has been found would not speak against this diagnosis, but a clinical picture showing 
redness and definite plaque-like lesions on the mucous membrane would. 

Dr. FrepericK Reiss: The patient informed me this developed after diving into a swim- 
ming pool. In view of the sarcoid structure, we should consider a new entity which has 
been caused by and described as Microbacterium balnei which produces lesions of a tuber- 
culoid nature. .In previous years such lesions have been designated as tuberculosis. The new 
bacterium, which morphologically and tinctorially resembles the tubercle bacillus, has been 
isolated and identified; however, from a biological and pathogenetic point of view it is 
different. I believe this clinical entity has néver been presented in this section, and one 
should consider such a possibility. (Folke Linell and Ake Norden: Mycobacterium Balnei: 
A New Acid Fast Bacillus Occurring in Swimming Pools and Capable of Producing Skin 
Lesions in Humans, Copenhagen, Ejnar Munksgaards, Forlag, 1954.) 

Dr. ALEXANDER A. FISHER: I wonder if Dr. Curth would elaborate on the syndrome 
that she mentioned in differential diagnosis and give us some of the features of that syndrome. 

Dr. HELEN CurtTH: The Melkersson-Rosenthal syndrome occurs in young people and 
shows swelling of -the lips. Asymmetric or symmetric infiltration of one lip or both lips 
and cheeks or other parts of the face develops in recurrent attacks. Facial paralysis is usually 
unilateral. There are various explanations given for the syndrome. As I said before, sar- 
coidosis may be one of the etiologic possibilities. The disease may be synonymous with 
Miescher’s cheilitis granulomatosa. 

Dr. AntHOoNY C. CrpoLLAro: We have been watching this case very carefully. It has 
been studied. When the pathologist indicated to us that this might be tuberculosis, we re- 
fused that diagnosis on clinical grounds. Clinically there is nothing to swhstantiate that 
diagnosis. In patients with tuberculosis of the mouth we expect to find tuberculosis some 
place else, especially pulmonary tuberculosis. Besides, this patient would have fever and 
would be sick if he had tuberculosis. I have never seen anybody who had oral tuberculosis 
without being very ill. We did not make a definite diagnosis of sarcoid, but to at least one 
histologist that possibility suggested itself. Actually we cannot place this disease in any 
category. It may be this disease that Dr. Reiss is talking about. I never heard of it and 
know nothing about it. 

Dr. Wivpert SACHS: The section from the skin shows sarcoid-like reaction and the one 
from the mucous membrane shows a tuberculosis-cutis-like reaction. 

Dr. MABEL G. SILVERBERG: I think there is more than one form of tuberculosis of the 
mouth. The ulcerative form, tuberculosis cutis orificialis, that is associated with pulmonary 
tuberculosis is, of course, painful but there can be a lupus vulgaris in the mouth too, espe- 
cially of the gums. I also should like to ask whether this man injured himself in diving. 

Dr. Maurice J. CosteLto: Hellestrom described a number of similar cases that occurred, 
usually in people diving and striking the nose against the floor of the pool. Most of them 
occurred in the bridge of the nose. That is what you referred to? 

Dr. FREDERICK Retss: Yes. 

Dr. ArtHuR B. Hyman: I should like to remind the members of this Section that Dr. 
Tolmach presented a case of this condition, typical of the Microbacillus balnae infection, 
a few years aga of a man who had the lesion on his nose following an injury in a swimming 

ol. 
sahil Chronica Atrophicans in a Man. Presented by DR. LEO SCHWEICH. 
Pyoderma. Presented by DR. DANIEL HYMAN. 

Prurigo Gestationis (Besnier). Presented by DR. MAURICE J. COSTELLO. 

Lymphoblastoma. Presented by DR. ANTHONY C. CIPOLLADO. 

1. Lupus Vulgaris. 2. Radiodermatitis. Presented by DR. LEO SCHWEICH. 

Calcinosis Cutis. Presented by DR. ANTHONY C. CIPOLLARO for DR. DANIEL HYMAN. 
Adenoma Sebaceum ("Epiloia''). Presented by DR. PERRY SACHS for DR. LESTER FOX. 
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Large Traumatic Ulcer of Leg of Long Duration Healed in Short Period of Time by Operation on Varicose Veins. 
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Granuloma Annulare. Presented by DR. LEO SCHWEICH. 
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Cutaneous Diseases of Animals 





The November meeting of the Philadelphia Dermatological Society was held at the School 
of Veterinary Medicine, University of Pennsylvania. Arrangements for this meeting were 
made by Dr. Joseph V. Klauder, who for many years has shown great interest in cutaneous 
diseases of animals. : 

Dr. JosepH V, Kiauper: I think no knowledge of a disease in human beings is complete 
without its consideration in animals. Tuberculosis may be cited as an example of this 
comparison, and additional examples, more specifically dermatologic, are mycologic diseases 
of the skin, and the disease in which I am particularly interested—Erysipelothrix rhusiopathiae 
infection. No study of the morphologic aspects of diseases of the skin is complete without 
consideration of the extraordinary configuration of the cutaneous lesions of this infection 
in swine. In a comparable manner, complete knowledge of other aspects of this infection, 
such as immunity, habitat, and virulence of the organism, is attained through study of the 
infection in a variety of animals. 

These comparisons I believe apply to many diseases. I have long felt that there should 
be closer association of undergraduate teaching of medicine, more particularly graduate teach- 
ing, with veterinary medicine. In accordance with this opinion, it is interesting fo note that 
recently, I think for the first time at the University of Pennsylvania, there is a conjoint 
professorial chair in both institutions. I refer to Dr. Rake, who is Professor of Viral 
Diseases in the undergraduate School of Medicine and also in the School of Veterinary 
Medicine. ;. 

Another instance of this liasion is that the Graduate School of Medicine of the University 
of Pennsylvania is now accepting graduates in veterinary medicine for training for a higher 
degree. 

I think the dermatologist should be interested in comparative dermatology. For this reason 
it is pertinent to review briefly some of the literature on this subject. One of the earliest 
contributions is the text by Julius Heller, a dermatologist of Berlin: Die vergleichende 
Pathologie der Haut, published in 1910. He is better known to dermatologists through his 
text on diseases of the nails (1927). Heller wrote the chapter on diseases of the skin of 
animals in Jadassohn’s well-known Handbook published in 1930. This comprises 218 pages 
with many illustrations and an extensive bibliography. 

In Volume 14 of Nouvelle pratique dermatologique, published in 1936, there is a chapter 
on skin diseases of animals by A. Henry and L. Bory. This comprises 141 pages. The 
illustrations and the references are fewer than in Heller’s chapter in Jadassohn’s Handbook. 
Henry was professor of dermatology in the French School of Veterinary Medicine at Alfort, 
and Bory, a dermatologist, was associated with the Saint Louis Hospital in Paris. 

In Henry and Bory’s chapter there is a comprehensive discussion of eosinophile granuloma 
in the cat, an instance of which I will show in the moving pictures. This disease is erroneously 
called “syphiloide du chat” because of its resemblance to a hypertrophic syphilitic mucous 
patch as seen in human beings. 

Mention should be made of the chapter on skin diseases in the well-known system of 
veterinary medicine by Hutyra-Marek; also, the contributions of Weidman on different 
aspects of diseases of the skin in animals and birds, and of Herbert Fox’s text on “Diseases 
in Captive Wild Mammals and Birds,” published in 1923, and, too, the discussion of some 
diseases of the skin in Hull’s volume—“Diseases Transmitted from Animals to Man,” fourth 
edition, published in 1955. Last but not least, the most recent contribution on diseases of 
the skin of animals is the text by our cordial host of this meeting, Dr. Frank Kral. 

I need mention only a few of the diseases of interest to the student of comparative 
dermatology—anthrax, glanders, actinomycosis, the pox diseases of animals, the vesicular 
diseases of animals that include the so-called benign forms of foot and mouth disease, and 
the new-appearing disease, vesicular exanthem of swine. The last disease in some respects 
resembles ectodermosis erosiva pluriorificialis. 
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My interest in comparative dermatology was initiated when, as a medical student, I worked 
during the summer in a tannery. I was intrigued with defects in leather reflecting disease 
of the skin in animals. I changed from the skin of animals to that of man. I envisaged 
that the future in dermatology would include diseases of the skin of animals and as a further 
step the dermatologist might become concerned in husbandry of animals pertaining to per- 
fection and processing of furs and hides. ; 

In the investigative domain of diseases of the skin, some animals are good experimental 
subjects. I refer to a dog, for example, that has eczema, a cat with so-called syphiloid, 
another name for eosinophile granuloma. Another illustration is severe itching in dogs, the 
disease called “the mad itch” or Aujeszky’s disease, affording study of the pathogenesis of 
itching. The name of this disease, I am sure, strikes a familiar note to practicing dermatolgists. 

Some years ago I recall Dr. William Lentz, now Emeritus Professor of Medicine in the 
School of Veterinary Medicine, telling me this method of treating eczema in dogs. One 
phase was the administration of lard. This was probably in relation to the study of Burr 
and Burr that motivated the use of unsaturated fatty acids in eczema. I gave this dog lard, 
roentgen therapy, starch baths, and, topically, a soft paste. I knew if the animal licked away 
the paste it would, if. ingested, do not harm. To my surprise, the dog recovered. 

I recall Dr. William Lentz showing me a bitch with alopecia appearing after the birth 
of her litter. For some reason I cannot now recall, this bitch failed to eat her placenta 
as is customary with all bitches. What interested me was why bitches eat the placenta 
and what relation, if any, the alopecia had to failure to eat the placenta. This suggested 
to me the administration of extract of placenta to patients who had falling of the hair soon 
after termination of pregnancy. In the limited number of patients I thus treated, no striking 
result was obtained. 

If there is any relation of the two foregoing circumstances, it would probably center 
around estrogens. A study is suggested in which bitches would be prevertted from eating 
the placenta. 

I shall now show colored moving pictures of some skin diseases in a variety of animals. 
I took these pictures at this institution through the courtesy of Dr. William Lentz then, 
the Dean of the School of Veterinary Medicine. 


Neoplasms of the Skin and Adnexa in Domestic Animals 


Dr. J. T. McGratH: When Dr. Klauder asked me to speak, I was a little confused as 
to what I might speak about, since I am more or less of a general animal pathologist and 
by no means a specialist. I thought, therefore, you might be interested in some of the general 
skin tumors we find in animals, as well as a few of the endocrine conditions we see in 
animals with cutaneous manifestations. 

We are fortunate in veterinary medicine in that neoplasms as a general group most fre- 
quently involve the skin of animals. 

Dogs frequently develop epithelial tumors of the skin. These include epidermal papillomas, 
adenomas, and adenocarcinomas of the sebaceous, sweat or ceruminous glands. Ulcerative, 
invasive, epidermoid carcinomas of the squamous type (Fig. 1), which frequently metastasize, 
are not uncommon. True basal-cell carcinomas are rare in animals, although some classify 
trichocarcinomas of hair follicle origin in this category. Well-circumscribed or infiltrative 





Fig. 1—Ulcerative epidermoid carcinoma in a dog, skin of back. 
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growths are frequently observed in the anal region of dogs and are generally merocrine 
adenomas or adenocarcinomas. These latter tumors are interesting in that they have a high 
incidence in male animals and as well show some response to estrogen therapy. The idea 
that dogs have few or no sweat glands is false, for tumors of these structures are plentiful 
in the dog, as are nonfunctional sweat-gland structures. The dog also suffers with infectious 
papillomatosis or verruca vulgaris. This is an occasional problem in young animals and 
affects particularly the mucous membranes of the lips. Epidermal inclusion cysts, often 
forming structures suggestive of epithelioma, are also observed in the dog. 

Epidermoid carcinoma of the squamous-cell type is a common tumor of equines. 
It most often involves the conjunctiva, although it frequently occurs on the penis, prepuce, 
or vulva. This is also the commonest epithelial tumor of cattle in the same anatomic 
locations. The incidence of skin tumors in other species is rather rare—probably related to 
the fact that many are killed at an early age for food. Cats seem to have a relative in- 
susceptibility to skin cancer. 

Mesenchymal tumors affecting the skin in animals are occasionally observed. Probably 
the commonest include fibromas, lipomas, angiomas, and, occasionally, their malignant counter- 
parts. Multiple lipomas, both subcutaneous and intramuscular, similar to those seen in human 
beings, are commonest in dogs and horses. Multiple neurofibromatosis involving the skin or 
subcutaneous tissue is frequently observed in the horse. 

An interesting mesenchymal tumor is the mast-cell cystoma or sarcoma. In the dog only 
does the mast cell seem to have the propensity for neoplastic activity. The tumor has a 
high incidence in breeds such as the boxer and Boston terrier. It frequently involves the 


Fig. 2.—Mast-cell sar- 
coma, hind leg of a boxer 
dog. 





Fig. 3.—Malignant 
Melanoma conjunctiva of 
a horse. 





skin of the hind leg (Fig. 2) or the scrotum. ; 

Lastly, I might briefly mention melanomas, which occur in all species of animals. (Fig, 3) 
They are particularly common in dogs and old gray or white horses. It should be mentioned that 
animals do not have moles or nevi as does the human being. Melanomas as seen in animals 
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are usually pedunculated masses, heavily pigmented. Malignant varieties show a diversity 
of structure anda capacity for widespread metastasis. 


Dermatoses in Animals Similar to Those in Man 


Dr. JosepH V. Kiauper: Dr. Frank Kral is Associate Professor, School of Veterinary 
Medicine, University of Pennsylvania. He has charge of the Dermatological Department 
and conducts the Skin Clinic in the Veterinary Hospital. One of his teachers was Samberger, 
who was Professor of Dermatology at the Czech University in Prague. Kreibich, another 
illustrious dermatologist, was a contemporary of Samberger. Dr. Kral changed from medicine 
to veterinary medicine, and with such illustrious teachers as Samberger and, I believe, Kreibich, 
the student reflects his teachers. From interesting conversations with Dr. Kral and visits 
to his Skin Clinic, I can certify that he is an able dermatologist. 

Dr. FRANK Krav: It gives me a great deal of pleasure and honor to be here and to 
take part in your wonderful meeting and to discuss dermatoses in animals which are very 
similar to those occurring in human beings. First of all, allow me to use this opportunity 
to express, on behalf of Veterinarian Dermatology, our appreciation to Dr. Joseph Klauder 
for his wonderful interest and the meritorious work he has done and is doing on skin 
diseases in animals. He has not only given us many good diagnostic and therapeutic ideas, 
but his research in both human and veterinary dermatology belongs to the fundamental work 
of comparative dermatology. 

Tonight I should like to discuss some cases in animals which are very similar to those 
in human beings. I shall try to show you some pictures and to describe some skin dis- 
orders which occur as manifestations of internal disorders. We have very many skin dis- 
orders which develop in the course of internal disorders. 

You have seen how many skin disorders are interesting not only to the veterinarian but 
even to medical doctors, and I am sure that the mutual cooperation which is permanently 
developing here at the University of Pennsylvania between the School of Medicine, the 
Graduate School of Medicine, and the School of Veterinary Medicine is of important sig- 
nificance for the future. 


Discussion 

Dr. Frank C. ComsBes, New York: I was interested in the remarks as to the Demodex 
mange. In dermatology there are those who feel that Demodex folliculorum is the primary 
responsibility in rosacea. I do not know how many feel that way; I am one who does not. 
I am interested in the internal condition you mentioned. What is it? 

Dr. FRANK KRraL: We have made many experiments during which we have found that 
dogs may have Demodex mites, especially on the head, where the demodectic mange as 
a rule develops, without any skin lesions. The Demodex mange lesions develop only under 
a special predisposing condition such as nutritional deficiencies, systemic disorders, internal 
parasites, etc. Under such devitalizing conditions these parasites become a serious problem 
to the animal. It is only then that the hair-follicle mites and, in the pustular form of the 
demodectic mange, even various micro-organisms such as streptococci and staphylococci, can 
bring about the development of the skin lesions. This point of view is based also upon 
the failure to produce the disease by placing the mites upon internally healthy animals, or 
exposing sound animals to diseased individuals. However, demodectic mange was transmitted 
to animals suffering from general constitutional disorders. Therefore, in demodectic mange, 
therapy includes not only antiparasitic measures and the local skin lesions, but also attention 
to improve the general health of the animal. For external treatment, iodine preparations have 
been used successfully. 

Dr. Jon P. Scutty, Reading: Dr. Klauder mentioned a case of alopecia areata. Is 
that a diagnosis of exclusion? 

Dr. JosepH V. Kiauper: No, alopecia areata in animals has the same clinical appearance 
seen in human beings—perfectly circumscribed patches completely devoid of hair, with a 
smooth surface, comparable to a billiard ball. The other lesion presented was partial alopecia 
from scratching. I think the difference was obvious. I understand alopecia areata is common 
in dogs. 

Dr. Frank Krav: It is, and it has been found also in horses. 

Dr. Joun P. Scutty, Reading: Are the lesions always circumscribed? 

Dr. Frank Krac: Always circumscribed and round, a typical alopecia as it is found 
in human beings. 


571 














A, M. A. ARCHIVES OF DERMATOLOGY 


Dr. JosepH V. Kiauper: I should like to ask Dr. Kral whether he would comment more 
on sensitization dermatitis and food allergies in dogs. Does he conduct any cutaneous tests, 
any elimination diets? Another question somewhat related to that is contact dermatitis from 
irritants as well as from sensitizing substances. I know that sensitization dermatitis occurs 
among cattle from eating certain plants, for example, buckwheat, but does it occur in small 
animals? 

Dr. Frank C. Compes, New York: One of the speakers showed a picture of what he 
referred to as papillomas in the cow, and stated that they corresponded to the ordinary 
verruca vulgaris that we see in human beings, and made some remark concerning vaccine— 
that it is applied locally and the lesions disappear entirely. That has not been our experience 
in human beings. Dr. Biberstein has worked on a vaccine for years. I do not know whether 
any others besides him consider it effective. : 

Dr. J. T. McGratH: Concerning the value of wart vaccine in animals, I believe that 
many practitioners, especially those using it in cattle practice, use it as a preventive. I cannot 
give actual incidence of its true value, however. Once the animal has infectious papillomatosis, 
I do not believe the vaccine has had much success as a therapeutic agent. 

Dr. Carrott F. Burcoon: Down in the British West Indies infectious papillomatosis 
in cattle is quite a problem and it occurs primarily on the face and chest. They have to 
destroy the animals apparently because of the spread of the disease by scratching. A 
veterinary officer there, named Gilbride, was doing some studies on papillomatosis pertaining 
to cattle when we were there doing some virus research. He was doing experiments in 
which he could transmit the virus from one animal to another through flies. We had an 
opportunity to review some of his slides, and the histologic picture showed two different 
types of lesions, one basically a neoplastic growth of prickle-cell origin and the other more 
like the typical wart, verruca vulgaris. They were using-a vaccine which in controlled 
experiments was -not effective. 

Dr. H. H. PertmMan: Has thallium acetate been used in the treatment of ringworm in 
the lower animals? : 

Dr. FRANK Krat: Yes. However, thallium preparations should be used in dogs very 
carefully. I have shown pictures of thallium poisoning in dogs. In mild poisoning only skin 
lesions developed, characterized by loss of hairs. In severe stages pustular dermatitis 
developed, especially on the lower parts of the extremities, resulting frequently in panaritum. 
Such cases terminated as a rule fatally, owing to the severe damage to the internal organs, 
particularly the liver and the kidney. 

Dr. JoHn P. Scurry, Reading: Does the absence of itching in alopecia help to classify 
it as a dermatological problem? 

Dr. FRANK KRaL: ‘Yes. We have different types of alopecia in animals. The true 
alopecia without any skin lesions, characterized only by loss of hair, has been found very 
frequently in association with endocrine imbalance. Until now we did not diagnosis ‘any 
true alopecia due to infection. The secondary alopecia, which develops in the course of 
other skin disorders, for example, infection, may be, of course, very itchy. 

Question: Do animals develop contact dermatitis? 

Dr. Frank Krav: Yes, especially in association with infectious diseases. Dourine, which 
occurs in horses and is caused by Trypanosoma equiperdum, develops disorders of the 
peripheral nerves and is frequently associated with leucoderma as a typical neurotropic 
dermatosis. In dogs there are very itchy conditions in the course of the nervous distemper 
or in the course of rabies or pseudorabies. 

Dr. LAwRENCE KATZENSTEIN, Wilmington, Del.: In a few cases of tinea capitis, I 
have examined the household cat and found the animal covered with fluorescent hairs. I 
recovered Microsporon canis from the scalp of the patient, and also from the cat’s hair, 
but there were no skin lesions at all on the cat. We could not see anything without the 
Wood light. Is that unusual ? 

Dr. FraANxK Krav: In cats there are fungus infections of the hairs without any skin 
lesions. Mature cats, especially, are very often infected by Microsporum canis, only on the 
hairs, thus being the main source of infection not only to the kittens but even to the children. 
This type of fungus infection in mature cats is-very well seen under We>d’s light, showing 
a typical greenish fluorescence. For treatment of such cases we use fungicides, for example, 
iodine shampoo, all over the body. 

Dr. Carrott F. Burcoon: We have seen one patient at Valley Forge Army Hospital 
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who complained of premature alopecia and was placed under a Wood lamp. There were 
12 to 14 fluorescent hairs and they: were sent to us and we cultured Microsporum audouini. 
Here we have a mature person without any clinical evidence of infection, and we put him 
under the Wood lamp and find infected hairs. 

Dr. Frank Krac: The same condition has been found in mature animals in which there 
was no evidence of skin lesions. However, the infected hairs were seen under the Wood 
lamp. Microsporum canis has been found in the majority ef cases. Microsporum gypseum has 
been found very rarely in animals. We have isolated up to date eight different fungus 
infections of the skin, particularly in young animals, and according to the statistics these 
infections occur especially in October and November. Old animals, however, may be carriers. 


Lewis M. Johnson, M.D., Chairman 
James M. Flood, M.D., Secretary 
Jan. 20, 1956 


Poikiloderma Atrophicans Vasculare and Leukoplakia. Presented by DR. LESLIE NICHOLAS. 

Poikiloderma of Civatte—Melanosis of Riehl. Presented by DR. H. E. TWINING. 

Junction Type Nevus. Presented for opinion as to proper management by DR. CARROLL F. BURGOON, Jr. 

Erythema Induratum. Presented by DR. MEYER L. NIEDELMAN and (by invitation) DR. HERBERT GOLDSCHMIDT. 

Papulonecrotic Tuberculid. Presented by DR. CARROLL F. BURGOON, Jr. 

Lymphoma Cutis, Type Undetermined. Presented by CAPT. C. DUDLEY BELL (MC), U.S.N. 

Morphea en Coup de Sabre. Abortive Hemiatrophy? Bilateral Furrows. Presented by DR. LOUIS JAFFE, Pottstown. 

Lichen Sclerosus et Atrophicus. Presented by DR. LESLIE NICHOLAS. 

Morphea v. Lichen Sclerosus et Atrophicus. Presented by DR. JOSEPH K. CORSON. 

Pemphigus Vulgaris. Presented by CAPT. C. DUDLEY BELL (MC), U.S.N. 

Hystriciform Ectodermal Nevus (Ichthyosis Hystrix). Presented by DR. CARROLL F. BURGOON Jr. and DR. 
ALFRED TROSOW. 

Interstitial Keratitis. Presented by CAPT. C. DUDLEY BELL (MC), U.S.N. 

Urticaria Pigmentosa. Presented by DR. HAROLD L. COLBURN. 

Disseminated Lupus Erythematosus. Presented by DR. CARROLL F. BURGOON Jr. and (by invitation) DR. J. 
McROBERTS. 

1. Systemic Lupus Erythematosus. 2. Cutaneous Lupus Erythematosus with Bullous Lesions? Presented by DR. 
CARROLL F. BURGOON Jr. and DR. LOUIS JAFFE. 

Lupus Vulgaris—Ectropion. Presented by DR. CARROLL F. BURGOON Jr. 
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HISTORICAL QUIZ IN DERMATOLOGY 


ASSEMBLED BY 
HERMAN GOODMAN, B.S., M.D., New York 
MATCH THE NAME IN COLUMN TWO WITH THE DERMATOLOGIC FACT 
IN COLUMN ONE 


COLUMN ONE 
Acnitis 
Infectious angioma 
Lichen albus 
Purpura senilis 
Molluscum contagiosum 
Dermatitis vegetans 
Blastomycosis 
Pityriasis rosea 
Acute circumscribed edema 
10. Urticaria pigmentosa 
11. Poikiloderma atrophicans vascularis 
12. Keloid 
13. Kraurosis vulvae 
14. Impetigo contagiosa 
15. Myxedema 
16. Acanthosis nigricans 
17. Alopecia areata 
18. Hydrocystoma 
19. Chancre, syphilis 
20. Sarcoid 
21. Infectious eczematoid dermatitis 
22. Colloid milium 
23. Progressive pigmentary disease 
24. Actinomycosis 
25. Keratosis follicularis 
26. Erysipeloid 
27. Neurofibromatosis 
28. Erythema induratum 
29. Erythromelalgia 
30. Dermatitis papillaris capillitii 
31. Dermatitis herpetiformis 
32. Epidermolysis bullosa 


CONOR wD 


AA. 
BB. 
CC. 
DD. 
EE. 
FF. 


NSME<SCHNPOVOZEP AGH TOMA P 


COLUMN TWO 
Pollitzer 
Engman 
Breisky 
Gull 
Hutchinson 
Alibert 
Gilbert 
Zumbusch 


_ Tilbury Fox 


Jacobi 
Bateman 
Hallopeau 
Barthelmy 
Rosenbach 
Celsus 
Bannister 
Robinson 
Bazin 
Gilchrist 
Kaposi 
White 
Nettleship 
Rivalta 
Schamberg 
Wier Mitchell 
Wagner 
Bateman 
Hunter 
Duhring 
Koebner 
-Recklingshausen 
Boeck 


Correct Answers 


* LOE * A‘6Z * U'8Z 
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JOHN WALTER MARTIN, M.D. 
1881-1956 

OHN WALTER MARTIN was born in Durham County, England, April 3, 

1881. He was brought to this country as an infant, and his family settled 
in Iowa. His early life was one tinged with hardship and privation. His mother 
became a widow shortly after she settled here and she had to work hard to raise 
her family of three. 

John Martin was determined to get an education and he worked in the coal 
mines near Oscaloosa while attending school as best he could. With encourage- 
ment and some help from his friends, he did undergraduate work at the University 
of Iowa, and he received his M.D. degree in 1903 from Northwestern University. 

He began private practice in Colfax, a town in the coal-mining region of 
Iowa. Here he labored as a family doctor and returned some measure of kind- 
ness to the people who had been so kind and helpful to him. After five years 
of practice there he sustained a severe hand infection which deprived him of one 
finger and necessitated his giving up private practice for a period of two years. 

During this time, 1907 to 1909, he took a surgical residency with Dr. Dean 
Lewis in’ Chicago. Because of poor health from pulmonary disease he began his 
practice of surgery in Denver. After several years he returned to Iowa and 
practiced in Des Moines. 

Because of his interest in traumatic surgery and occupational disease, he was 
offered a position as Medical Director of the United States Fidelity and Guaranty 
Company of Baltimore. He remained in Baltimore about four years and became 
vice-president of the company. 

However, Dr. Martin never forgot his “native” Iowa and he returned there 
in 1934 and practiced for several years. Again he was to suffer privations; this 
time his hands became so badly affected by a dermatitis that he had to give up 
surgery. 

John Martin, again, was equal to the challenge. At the age of 57 he went 
into dermatology and took his training at the Skin and Cancer Hospital in New 
York. In 1940 he began his practice of dermatology in Washington, and later he 
practiced in Silver Spring, Md. He continued in practice until 1955, when he 
went into a semiretirement. 

Dr. Martin was a member of the Medical Society of the District of Columbia, 
later a member of the Montgomery County Medical Society, an associate member 
of the American Academy of Dermatology, and a Fellow of the American College 
of Surgeons. He belonged to the Kiwanis Club of Washington and Silver Spring; 
he was a Scottish rite Mason and a Shriner. 

Dr. Martin died on May 22, 1956, in Doctors Hospital. He is survived by 
his wife, Helen Wier Martin, and one son, Dr. John W. Martin, Jr., a cardiologist 
practicing in Cleveland. 

The contemplation of Dr. Martin’s life leaves one with great admiration for 
a man who could meet adversity with calm determination and conquer it. To 
those of us who have known him intimately and have known his patients, we 
know he always had a kindly and understanding attitude towards all his patients. 
His memory will long live in the hearts of his patients and the friends who know 
him well. 

RAYMOND ALLEN Oszourn, M.D. 
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TREATMENT OF Lupus ERYTHEMATOSUS WITH MEPACRINE: RESULTS AND RELAPSES DURING 

A LONG OBSERVATION. JORGEN V. CHRISTIANSEN and Jous. P. Nrevsen, Brit. J. Dermat. 

68 :73-87 (March) 1956. 

Of 81 discoid cases treated, approximately one-third showed excellent results; one-third 
were improved, and one-third were unchanged. Eighty per cent relapsed within’ one year after 
stopping treatment, which seems to indicate that the effect of Mepacrine (Atabrine; quinacrine) 
is symptomatic and that the permanent cure c>tained in a few cases is due to a supportive 


effect on the reparative processes already taking place. 
Hurr, Evanston, Ill. 


An OuTsBREAK OF LINEAR SCARRING ALopecia. L. J. ... LoEwENTHAL and H. I. Lurie, Brit. 

J. Dermat. 68:88-98 (March) 1956. 

The clinical and histological appearance of a contagious, cicatricial type of alopecia in 
all seven members of a family is described. Most of the lesions were linear- and resembled 
some of the cases described by Dreuw as alopecia parvimaculata. The authors suggest that 
their cases represent an early stage of pseudopelade. They also mention the concept of Degos, 
Rabut, Duperrat, and Leclercq that pseudopelade is not a primary specific disease entity but 
rather a follicular or perifollicular process terminating in scarring, secondary to a number 
of varied diseases such as lupus erythematosus, lichen planus; and scleroderma. 

Hurr, Evanston, Ill. 


MartrTiING OF THE Harr By SHAMPoo. R. G. Howe t, Brit. J. Dermat. 68:99 (March) 1956. 
The uncut, waist-long hair of a 51-year-old woman became matted and tangled after use 
of a detergent shampoo. 
Hurr, Evanston, IIl. 


FLuoresceNtT Microscopy OF THE HUMAN SKIN. A. JARRETT; A. BLIGH, and Joan A. Harpy, 
Brit. J. Dermat. 68:111-119 (April) 1956. 

The staining technique, apparatus, and photographic technique for the production of color 
fluorophotomicrographs are reported. The colors obtained with various fluorochromes on 
human skin are tabulated. 

Hvurr, Evanston, IIl. 


THE HISTOPATHOLOGY OF EpmeMiIcC FoLiicuctar Keratosis. H. I. Lurt® and L. J. A. 

LowENTHAL, Brit. J. Dermat. 68:120-127 (April) 1956, 

The authors report the clinical and histologic findings of a South African epidemic 
(previously described by Cochran and Loewenthal and by Rudolph) which they believe to be 
a distinct dermatologic entity. The maculopapular exanthem (apparently resembling erythema 
multiform) subsides in about two weeks. Follicular spines and comedones then appear in 
the affected areas and last about two months. The histopathologic changes are essentially a 
nonspecific angiitis and perifolliculitis. The cause is unknown. 

Hurr, Evanston, III. 


OcuLaR PEMPHIGUS WITH GENERALIZED BuLtous Eruption. R. E. CuHurcH and I. B. 
Sneppon, Brit. J. Dermat. 68:128-131 (April) 1956. 

In spite of a widespread bullous eruption on two occasions complicating a case of ocular 
pemphigus, the authors believe that the histopathologic findings of a subepidermal blister with 
no acantholysis support the view that ocular pemphigus is a separate entity from pemphigus 
vulgaris. 

Hurr, Evanston, II. 


PEMPHIGOID: REPORT OF A ZOSTERIFORM Type. S. IrRGANG, Brit. J. Dermat. 68:132-134 (April) 
1956. 
A 64-year-old Negro woman with hypertension, a cerebrovascular accident, and alcoholic 
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cirrhosis of the liver developed grouped zosteriform bullous lesions on her chest, in addition 
to generalized lesions of pemphigoid. 
Hurr, Evanston, II. 


LEUCOPLAKIA BUCCALIS AND ORAL EPITHELIAL NeEvi: A CLINICAL AND HISTOLOGICAL STUDY. 
B. E. D. Cooke, Brit. J. Dermat. 68:157-174 (May) 1956. 

An award-winning, detailed paper on the varying clinical and histological pictures of these 
conditions. The patterns of leucoplakia due to nicotine, friction, syphilis, and unknown causes 
are described. Pipe smoking occasionally causes typical dome-shaped papules with umbilicated, 
star-shaped, red or white centers on the palate. 

Epithelial nevi beneath the tongue and on the floor of the mouth remind the author of 
“undulations left in the sand by an ebbing tide, quite different from leucoplakia, which is more 
like paint cracking in the sun.” 

Hurr, Evanston, II. 


A Note oN THE NATURAL History oF LICHEN PLANUS. PETER D. SAMMAN, Brit. J. Dermat. 

68:175-181 (May) 1956. 

A study of 121 cases reveals that 23% were clear within six months and 64% within a 
year. Mucous membrane lesions were present in 77%, nail changes in 9%, and vitiligo in 3%. 
Recurrence occurred in 20%. Emotional factors were of importance in a minority of cases. 

Treatment with arsenic (Stovarsol, 1 grain daily) or mercury (liquor hydrargyri 
perchloridi, 60 minims t. i. d.) was of no benefit. 

Hurr, Evanston, Ill. 


THE INCIDENCE OF ECZEMA IN EarLty CuHItpHoop. Ropert B, WALKER and Ropert*P. WaARIN, 
Brit. J. Derma 68:182-3 (May) 1956. 
In this sampling of the general population around Bristol, the incidence was 3%. 
Hurr, Evanston, IIl. 


StL1coNE BARRIER CREAM IN PREVENTION OF Bepsores. F. J. A. BATEMAN, Brit. M. J. 1: 
554-555 (March 10) 1956. 
The saving in nursing time justifies the use of this preparation in patients permanently 
confined to bed, especially those incontinent of urine and feces. 
Hurr, Evanston, III. 


TuHrusH Napkin RasHeEs. J. P. Bounpn, Brit. M. J. 1:782-784 (April 7) 1956. 

The clinical features, differential diagnosis, treatment, and etiology of this condition are 
discussed. Oral thrush was present in less than one-third of the cases, but there was an 
increased incidence of vaginal moniliasis in the mothers of the babies. 

Hurr, Evanston, IIl. 


OuTCOME OF UNCOMPLICATED SypHititic Aortitis. R. E. Irvine, Brit. M. J. 1:832-834 
(April 14) 1956. 

After an average interval of three and one-half years from diagnosis, 30% progressed to 
aortic incompetence or further aortic dilatation. (The Cooperative Clinical Group found pro- 
gression in only 8.6% ‘of 267 cases observed for 5 to 15 years.) 

No appreciable prognostic effect could be attached to age, sex, occupation, the duration of 
infection, the presence of an aortic systolic murmur or accentuated second sound, the titer 
of the serum Wassermann reaction, or the amount of antisyphilitic treatment. 

Hurr, Evanston, IIl. 


Pink DISEASE AND MERCURY IN SHEFFIELD, 1947-55. THos. CoLver, Brit. M. J. 1:897-898 
(April 21) 1956. 


The author agrees that the ingestion of mercury may be an important factor in the etiology 
of this disease, 
Hurr, Evanston, IIl. 


TUBERCULIN IN AQUEOUS AND O1Ly SoLuTIONS: SKIN-TEST REACTIONS IN NoRMAL SUBJECTS 
AND IN PATIENTS WITH Sarcorposis. D,. Geraint JAMES and J. Pepys, Lancet 1 :602-603 
(May 5) 1956. 


In five Mantoux-positive subjects, the oily tuberculin excited reactions which persisted for 
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three months. No reactions were produced in Mantoux-negative subjects. 

In six of nine Mantoux-negative subjects vaccinated with BCG positive reactions appeared 
within 10 days of vaccination, at the sites of previously negative “depot tuberculin” tests 
made four weeks before the BCG vaccination. 

Four patients with sarcoidosis gave positive reactions to both the aqueous and “depot” 
tuberculin. Positive reactions were elicited by the “depot tuberculin” in 13 of the remaining 
19 patients with sarcoidosis who did not react to aqueous tuberculin. 

The long persistence of the tuberculin in the oily emulsion probably made it possible to 
demonstrate degrees of sensitivity too low to be revealed by aqueous tuberculin tests. 

Hurr, Evanston, IIl. 


Dunrrinc-Broco’s Disease: CLINICAL AND Hrstorocrc Remarxs. P. Rimpaup and H. L. 

Gurpert, Ann. Dermat. et Syph. 83 :241-246 (May-June) 1956. 

Duhring’s disease is now observed in patients who are often of advanced age (72 to 82 
years in half). In the course of its evolution it loses its polymorphic character and mimics 
pemphigus vulgaris; severe forms are more frequent than formerly. The most characteristic 
biologic sign is undoubtedly eosinophilia, which has been absent in all the authors’ cases of 
pemphigus. Blood eosinophilia is not constant, but nearly so, (extreme values 8% to 48%; 
average 15%-20%). In the fluid from the bullae eosinophilia is always observed: 20% to 
90% of total leucocytes and 112 to 1500 per cubic millimeter. Subepidermal bullae have been 
constantly observed. The most consistently favorable drugs have been sulfapyridine, Aureo- 
mycin, quinacrine, and Promacetin. 

Derses, New Orleans. 


CutTANEous LEISHMANIASIS IN VENEZUELA: PRESENTATION OF CASES CURED WITH GLUCAN- 
TIME AND SYNTHETIC ANTIMALARIALS. JORGE HoMeErz, Ann. Dermat. et Syph. 83:271- 
281 (May-June) 1956. 

American cutaneous leishmaniasis occurs in two principal types: cutaneous (UTA), with 
ulcerous, papulotuberculous, atrophic, lymphangitic, cfusting, and circinate varieties; and 
mucocutaneous, with solution of continuity (Espundia) or without. Twenty-five varieties of 
Phlebotomus occur in Venezuela and Leptomonas forms have been found in several. The 
intracutaneous test (reaction of Montenegro) is thought to be extraordinarily specific. Five 
cases were cured with glucantime (N-Methyl glucamine antimoniate), by intramuscular in- 
jection. Two cases were cured with chloroquine. There is a good South American bibliog- 
raphy. 

Derses, New Orleans. 


NATIONAL Day oF ANTIVENEREAL PROPHYLAXIS. F. DesmMons, Ann. Dermat. et Syph. 83: 

282-288 (May-June) 1956. 

In the Paris area, prenatal serologic examinations give positive values of 0.3%. In prisons 
the number of positive reactions has decreased from 7.3% in 1950 to 2.8% in 1954. The values 
among prostitutes vary according to the center: at the Prophylactic Institute between 0.2% 
and 0.5%; Saint-Lazare (prostitutes under surveillance) between 2.7% in 1946 and 0.3% in 
1952; Annexe (clandestine prostitutes) 11% in 1947 and 3.5% in 1952. Values are also given 
for other parts of France. Professor Gaté summarized the meeting by pointing out difficulties 
in comparing statistics, but believes 1% overall incidence in syphilis would be about correct. 
Although there has been a steady regression since the introduction of the antibiotics, systematic 
serologic investigations give results which are far from being negligible. 

Derses, New Orleans. 


THERAPEUTIC RESULTS AT THE WIENER Lupus HEILSTAETTE SINCE 1947. Gustav RIEHL and 
Konrap HEKELE, Hautarzt 7:36-39 (Jan.) 1956. 


In comparison with previously used therapeutic methods, the results with INH (isonicotinic 
acid hydrazide) in more than 300 cases of lupus vulgaris are outstanding. The response to 
the drug is prompt and free of undesirable side-reactions. With an adequate daily dose of 
0.05 gm. per 10 kg. body weight given continuously to a total of 75 to 100 gm. or more, 
failures are extremely rare. Unlike that in the case of pulmonary tuberculosis, the develop- 
ment of therapeutic resistance of the tubercle bacilli is not observed. Only two cases in which 
older methods had already failed proved to be refractory to INH. Although experience with 
INH is less than five years old, no recurrences have been observed in adequately treated cases. 
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Other forms of cutaneous tuberculosis, however, such as tuberculosis colliquativa and erythema 
induratum, are not equally responsive, and, in spite of sufficient daily and total doses, recur- 
rences are seen more frequently and require additional older forms of treatment. 

' Butey, Champaign, II. 


THE ANALYTICAL AND FUNCTIONAL PHYSIOLOGY OF THE SKIN SurFACcE. H. W. SPIER and 

G. PascHer, Hautarzt 7:55-60 (Feb.) 1956. 

The quantitative analysis of the water-soluble substances of skin scrapings from the back 
is given, and the significance of these findings is discussed in regard to the following three 
points: (1) the origin of the water-soluble substances in the superficial stratum corneum 
with particular reference to the physiology of sweat and the pH of the skin surface; (2) the 
effect of these’ substances on the buffer capacity of the skin surface; and (3) the function 
of these components under conditions encountered in industrial dermatology. 

Butey, Champaign, IIl. 


Tue INTERSTITIAL CELLS oF THE SKIN. G. NIEBAUER, Hautarzt 7:123-126 (March) 1956.- 


By means of the osmium iodide method originated by Champy and Coujard, the author 
demonstrates the peripheral syncytic system of interstitial vegetative nerve cells in the super- 
ficial corium, which connects with the dendritic cells and Langerhans cells in the epidermis 
to form a morphological and histochemical unit. Their close contact with vascular structures 
is shown, and the significance of the osmium-iodide-positive qualities of the interstitial cells 
in regard to their endocrine function is pointed out. 

Butey, Champaign, IIl. 


THE DtaGnosis oF PotyMorpHous Licht Eruptions. ARTHUR WISKEMANN, Hautarzt 7 :162- 
163 (April) 1956. 

In the differential diagnosis of polymorphous light eruptions, test irradiations with ultra- 
violet light of more. than 3200 A. wave length can be used advantageously in combination with 
threshold determinations with an unfiltered mercury vapor lamp. In cases of polymorphous 
light eruptions, delayed pigmentation will take place in 86% of the cases, while the same 
observation can be made only in approximately 13% of normal persons or patients with lupus 
erythematosus. Although sunlight can be used for this test, the author preferred an artificial 
light source, namely the “Xenon-High Pressure-Lamp” which supplies a continuous sun-like 
spectrum. 

Butey, Champaign, IIl. 


THE SIGNIFICANCE OF THE SPONTANEOUS RHYTHM OF THE PERIPHERAL BLOOD VESSELS IN 
THE EArty DIAGNOSIS OF DysSTROPHIC CHANGES OF THE SKIN. WILHELM BLAICH, 
Hautarzt 7:216-218 (May) 1956. 


The author uses observations on a case of trophic changes in one foot to demonstrate the 
value of photoelectric plethysmography for the early recognition of disturbances in the blood 
supply of the skin. While neurological examination, oscillometry, and other relevant methods 
of testing yielded normal findings, photoelectric plethysmography showed a marked decrease 
in the amplitude of the pulse volume. Of special importance, however, is the fact that an 
abnormal blood supply can be shown in areas where clinically recognizable changes have not 
yet taken place. 

Butey, Champaign, IIl. 


CHLORPROMAZINE (LARGACTIL) AND RESERPINE (SERPASIL) IN DERMATOLOGY. U. W. 

SCHNYDER AND R. SCHAUWECKER, DERMATOLOGICA 112:185-197 (Oct.) 1955. 

“Sub-hibernation” treatment is recommended for severe cases of neurodermatitis dissem- 
inata, neurogenic pruritus, and idiopathic eczema. Daily doses range from 300 to 600 mg. of 
chlorpromazine for the first two weeks, and 50 to 150 mg. for the following three to eight 
weeks. Promethazine and other antihistaminics may be added. In two cases of generalized 
psoriasis with psychctic tendencies, there was marked psychological improvement, but no effect 
on the skin lesions. Reserpine in doses up to 10 mg. daily also was used with good results 
in a few cases of neurogenic dermatoses. Smaller doses of chlorpromazine and reserpine 
may be given for their antipruritic effect. 

Pinxus, Monroe, Mich. 
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DEMONSTRATION OF TISSUE AUTOANTIBODIES IN THE BLoop SERUM OF PATIENTS WITH 
CERTAIN SKIN DISEASES. V. WAGNER; G. SEBA, and B. HrusKkova, Dermatologica 112: 
25-36 (Jan.) 1956. 

Using antigens prepared mainly from human organs obtained at autopsy, the authors 
demonstrated specific antibodies against skin, connective tissue, kidney, liver, and other tissues 
in three cases of lupus erythematosus, two of pemphigus vulgaris, and one each of acroderma- 
titis chronica atrophicans and impetigo herpetiformis. Controls were negative. The titers 
reflected the clinical damage of specific organs fairly well. The hypothesis of autoimmuniza- 
tion in lupus erythematosus is discussed. 

Pinxus, Monroe, Mich. 


THE CLINICAL SIGNIFICANCE OF CERTAIN DISTURBANCES IN SWEATING. Marion B. Sutz- 
BERGER, Dermatologica 112:161-188 (March) 1956. 

After discussing the sweat retention syndrome, the author reviews the mutual relationship 
between sweat, sebum, and fatty substances resulting from epidermal keratinization. The total 
lipids of the skin surface are composed of a smaller portion forming a thin surface film, and 
a larger portion contained in the cracks and clefts of the deeper stratum corneum and in the 
follicular openings as in a receptacle, from which it flows onto the surface according to 
demand. In this process the emulsifying action of sweat plays a major role. The significance 
of these processes in protection of the skin against infection, chapping, etc., is discussed: 

Pinxus, Monroe, Mich. 


PATHOGENESIS OF URTICARIAL-INFLAMMATORY Pruritus: IV. THEORY OF A BIPHASIC MECHA- 
NISM OF ITCHING; COMPARISON WITH OTHER AXON REFLEXES IN THE SKIN. E. RajKa, 
Dermatologica 112:189-225 (March) 1956. 

In three previous papers, Rajka and associates reported extensive experiments concerning 
the induction of local pruritus by injection of morphine into the skin and its suppression by 
injection of a variety of other drugs and by other measures. The conclusion is reached that 
this type of pruritus is the result of a biphasic mechanism. The first part is an axon reflex 
comparable to the ones producing the hyperemic flare after histamine and the pilomotor reflex 
after nicotine, etc. The reflex liberates in the tissue an endogenous prurigenic substance, 
which affects sensory nerve endings, This secondary stimulus is transmitted to the brain and 
is perceived as itching. 

Pinxkus, Monroe, Mich. 
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Dermatomyositis 


Unusual Features, Complications, and Treatment 


HERBERT B. CHRISTIANSON, M.D. 

LOUIS A. BRUNSTING, M.D. 

and 

HAROLD O. PERRY, M.D., Rochester, Minn. 





Dermatomyositis is a relatively rare, non- 
suppurative polymyositis of unknown cause 
with polymorphous cutaneous lesions of a 
nonspecific type which has been adequately 
described in the literature.* We propose, 
therefore, to present only the unusual fea- 
tures and unusual associated conditions, and 
to relate our experiences with steroids in the 
treatment of this disease. 

From the records of 394 patients who 
were seen at the Mayo Clinic from 1916 
through 1954 with diagnoses of derma- 
tomyositis, polymyositis, poikilodermatomyo- 
sitis, sclerodermatomyositis, poikilosclero- 
dermatomyositis, generalized myositis, and 
generalized fibromyositis, we selected 270 
as representative of classic dermatomyositis 
and as the basis of this report. An average 
of six patients per year was seen from 1916 
to 1950, after which the average increased 
to 17 per year. A high of 25 patients was 
seen in 1953. 


Age and Sex Distribution 


‘There were 179 females and 91 males, 
giving a ratio of two females to one male, 


Accepted for publication March 20, 1956. 
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* References 1 to 4. 








which corresponds to that reported in chil- 
dren by Roberts and Brunsting.4 The 40 
children reported on by them are included 
in our series. The age distribution in our 
series, shown in Table 1, ranged from 2% 
to 73 years. 


Familial Incidence 


In this series we encountered only one 
example in which more than one member of 
a family was affected. In this family, 
dermatomyositis developed in the first 
sibling in February, 1944, at the age of 42 
years, and death occurred eight months 
later as a result of the disease. The disease 
developed in her sister four years later, at 
the age of 51 years. A progress report 
reveals that her condition has improved and 
her disease is considered to be arrested. 
Both patients gave a history of Raynaud’s 
phenomenon and an allergic background. 


Association with Malignant Disease 


Eighteen patients (6.7%), consisting of 
12 females and 6 males, were included in 
this category (Table 2). The association 
of dermatomyositis with malignant dis- 
ease was equally common in the two sexes. 
The ages of the patients ranged from 40 
to 72 years, with an average of 55 years. 
For males the ages ranged from 49 to 60 
years (average, 55.6 years), and for fe- 
males they ranged from 40 to 72 years 
(average, 54.9). Dermatomyositis preceded 
carcinoma by an interval of 2 to 7 months 
(average, 4.4 months) in seven patients; 
the two diseases appeared simultaneously in 
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TaBLe 1.—Age and Sex Distribution of Patients with Dermatomyositis 



































Total 
Age, Yr. Males Females 

Number % 
0-15 17 38 55 20 
16-30 17 20 37 14 
31-45 23 48 71 26 
46-60 28 58 86! 4 32 
61 or over 6 15 21 8 
Total 91 179 270 100 

















two, and dermatomyositis_appeared_subse- 
quent to malignancy in nine. In the last- 
named group it followed malignant disease 
by a variable period (3 to 36 months) with 
an average of 24.3 months. The malignant 
lesions in these patients were found in the 
following locations: breast, six cases; rec- 
tum or colon or both, four; cervix, two; 
Ovaries, one; prostate, one; kidney, one; 
pituitary, one; and lymph nodes of the 
neck, two. A lymphoblastoma was en- 
countered in one instance. Eight_patients 
died 3 to 27 montlh.s (average, 13.5 months) 
after the onset of dermatomyositis. In five 
this disease was the primary cause of death 
and in one it questionably. was the cause. 
In two the primary ‘cause of death was 
carcinoma, with dermatomyositis a contribu- 
tory cause. Eight patients were known to 
be alive at the time of this report, and the 
status of two was indeterminate. 

Recently in a review of the case records 
of 235 patients with localized scleroderma 
seen at the clinic we found four patients 
(three females and one male) with asso- 
ciated malignancy, as follows: adenocarci- 
noma of the breast which preceded the onset 
of scleroderma, two patients; adenocarci- 
noma of the thyroid which preceded the 
onset of scleroderma, one patient, and 
adenoacanthoma of both ovaries with carci- 
nomatosis resulting in death, one patient. In 
the last patient, scleroderma preceded the 
onset of malignancy. During this survey 
it was necessary to peruse the records of 


582 


approximately 125 patients with generalized 
scleroderma, in eight of whom (seven fe- 
males and one male) we found associated 
malignancy. Carcinoma preceded sclero- 
derma by periods ranging from four months 
to three years in four, followed scleroderma 
by periods ranging from five months to two 
years in three, and appeared simultaneously 
with scleroderma in one. The malignant 
lesions* were in the following locations: 
breast, four patients; cervix or pelvis or 
both, two patients; brain, -one patient, and 
lung (the only male in this series), one 
patient. 


Association with Cushing’s Syndrome 


Two females had spontaneous primary 
(non-steroid-induced) Cushing’s syndrome 
six years subsequent to the onset of derma- 
tomyositis, and in both the course of the 
latter was chronic and eventuated in marked 
disability. (In the ensuing case reports, the 
case numbers are in sequence with those in 
Table 2.) 

Case 19—A 9-year-old girl + had dermatomyo- 
sitis that was followed in six years by Cushing’s 
syndrome. Examination at the age of 15 years 
revealed moon facies, cervicodorsal fat pad, pro- 
tuberance of the abdomen, hypertension, signs of 
virilism (hirsutism with male hair distribution, 
coarseness of the voice, laryngeal enlargement), 
hypertrophy of the clitoris, and edema and hyper- 
trophy of the labia (resembling a scrotum). At 


- this time the dermatomyositis was. quiescent, but 


muscular atrophy and contractural deformities 


+ References 5 and 6. 
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were present. The excretion of 17-ketosteroids 
and corticosteroids in the urine was increased. Two 
years later, when the patient was 17 years of age, 
diabetes was discovered. There was slight ex- 
ophthalmos. The basal metabolic rate was +35% 
and the thyroid gland was slightly enlarged, but 
the value for protein-bound iodine was normal. 

Five years later, at the age of 20 years, exam- 
ination revealed little change except for an ac- 
centuation of the hirsutism. She had menstruated 
only once since her previous admission. The devel- 
opment of the breasts was normal, and determina- 
tion of the urinary estrin disclosed 10 rat units per 
24 hours. Subtotal resection of both adrenals was 
performed in two separate procedures, on May 
16, 1947, and Nov. 5, 1947. Hyperplastic adrenal 
cortical tissue was encountered on pathologic ex- 
amination. Six years later, on Sept. 23, 1953, at 
the age of 26, she appeared slightly improved, 
although the hirsutism, diabetes, hypertension, and 
amenorrhea were still present. The excretion of 
17-ketosteroids and cortin-like substances was 
normal. Our last progress report, received on 
June 29, 1954, indicated that her diabetes was well 
controlled by the administration of insulin and 
that her general condition was unchanged. 

Case 20—A 22-year-old woman, briefly men- 
tioned previously by O’Leary"” and by Roberts 
and Brunsting,* had dermatomyositis that was 
followed in six years by Cushing’s syndrome. Ex- 
amination at the age of 28 years revealed high 
facial color, hirsutism, prominence of the abdomen, 
diabetes, hypertension, recession of the frontal 
hairline, and an acneiform eruption. The derma- 
tomyositis had become quiescent, as in the previous 
case, but she had marked muscular atrophy, fibro- 
sis, and contractural deformities, and was confined 
to a wheel chair. The excretion of 17-ketosteroids 
and corticosteroids in the urine was increased. The 
basal metabolic rate was elevated (+23%) but 
the value for protein-bound iodine was normal. A 
diagnosis of adrenal hyperplasia, as in the previous 
case, was made. At 35 years of age she became 
pregnant: and gave birth to a normal infant by 
Caesarean section. Since then amenorrhea has 
been present. When last seen, on July 20, 1955, 
at the age of 41, she had experienced no appreci- 
able change in her general condition. 


Positive Results with Clot Test for 
Lupus Erythematosus 


In two females ® with a history of symp- 
toms and with clinical signs characteristic 
of dermatomyositis that was confirmed by 
muscle biopsy and 
studies a positive result was obtained with 
the clot test for lupus erythematosus during 
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the course of their disease. Those who saw 
these patients in the early phases of the 
disease thought that the diagnosis favored 


dermatomyositis. 

Case 21.—Symptoms characteristic of dermato- 
myositis developed in a 10-year-old girl after an 
upper respiratory infection in March, 1953. When 
she was seen by us in July, 1953, examination re- 
vealed the classic features of the disease, and the 
results of all tests were confirmatory. The ad- 
ministration of cortisone was started and she was 
closely followed throughout the entire course of 
her disease. The clot test for lupus erythematosus 
was reported as giving a “suspicious” result on 
July 1, 1953, during the early phase of the disease, 
a “questionable” result on Aug. 5, and a “nega- 
tive” result on Aug. 26. The course of the disease 
was characterized by remissions and relapses, dur- 
ing which the dosage of cortisone was adjusted 
accordingly. The leucocyte count was repeatedly 
in excess of 5,000 per cubic millimeter of blood, 
the number of monocytes was variable (8% to 
12%), and the albumin-globulin ratio was normal. 
Multiple measurements revealed increased excre- 
tion of creatine and decreased excretion of creati- 
nine in the urine. The erythrocyte sedimentation 
rate varied from 43 to 112 mm. in one hour 
(Westergren method). On March 29 and April 
10, 1954, approximately a year after the onset of 
illness, the results of the clot test for lupus ery- 
thematosus were reported as “positive.” Eight 
months later, on Jan. 22, 1955, cardiac enlargement 
was noted. On May 13, 1955, pericardial effusion, 
interstitial calcinosis, and osteoporosis of the en- 
tire spinal column with compression deformities 
of several of the vertebral bodies in the thoracic 
and lumbar regions were noted. On May 24, the 
clot test for lupus erythematosus gave a “positive” 
result and the electrophoretic pattern of the serum 
proteins revealed the following: albumin, 36%, 
and globulin, 74%; of the latter, 37% was y-globu- 
lin, 6% was a:-globulin, 10% was a:-globulin, and 
11% was B-globulin. She died on July 29, 1955, 
which was two years and four months after onset 
of the disease, as a result of acute cardiorespiratory 
failure. Permission for necropsy was not obtained. 

CASE 22.—A 49-year-old woman first had symp- 
toms characteristic of dermatomyositis in June, 
1952. When admitted to the clinic on Feb. 2, 
1953, she presented the classic appearance of a 
patient with that disease. The result of the clot 
test for lupus erythematosus on Feb. 2 was “not 
diagnostic,” and on Feb. 3 it was “weakly posi- 
tive.” The administration of cortisone was started, 
and improvement was progressive. Despite im- 
provement, however, the result of the clot test 
for lupus erythematosus was “moderately positive” 
on March 20. On May 2, during a remission of 
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symptoms due to the administration of cortisone, 
the result of the test was “weakly positive’; on 
June 23 it was “doubtful”; on June 25 it was 
“negative,” and on Aug. 12 it was “negative.” On 
Jan. 16, 1954, during a mild relapse characterized 
by elevation of temperature, arthralgia, and ex- 
acerbation of muscular weakness, the test gave 2 
“doubtful” result. Despite the maintenance of a 
steroid-induced clinical remission in the succeeding 
months, the results of the test were positive on 
June 18, July 20, and Aug. 16, 1954. Our last 
progress report, on Oct. 5, 1954, indicates that the 
patient was devoid of symptoms, was relatively 
active, and accomplished 80% of her own house- 
hold -duties. 


Pityriasis Rubra Pilaris-like Eruptions 


Case 23.—A 36-year-old woman® had general- 
ized erythema and keratinization of the palms and 
soles characteristic of pityriasis rubra pilaris. The 
results of biopsy of the skin were compatible with 
a diagnosis of this condition. She had previously 
been seen by several competent dermatologists who 
also had made this diagnosis. One year later, symp- 
toms and signs characteristic of dermatomyositis 
appeared, and the results of muscle biopsy and 
electromyographic studies were compatible with 
this diagnosis. Cortisone was administered, and 
soon thereafter the eruption disappeared, but signs 
and symptoms of dermatomyositis persisted. When 
she was last seen, after three years of continuous 
cortisone administration, examination revealed evi- 
dence of a residue of dermatomyositis, but this 
was inactive or arrested. 

Case 24.—A 64-year-old man had an erythem- 
atous squamous eruption with hyperpigmentation 
that was diagnosed (elsewhere) as pellagra with 
Addison’s disease. Examination on admission re- 
vealed a cutaneous eruption characteristic of pity- 
riasis- rubra pilaris with some hyperpigmentation, 
but the remainder of the examination gave nega- 
tive results. One year later, evidence of pityriasis 
rubra pilaris was lacking but clinical features of 
dermatomyositis were present. The patient died, 
shortly after this admission, of obstructive bron- 
chial aspiration considered to be secondary to 
dermatomyositis. 








Unusual Gastrointestinal Manifestations 


Dysphagia.—Difficulty in swallowing, es- 
— dry or solid foods, was a common 
~/\symptom and present in more than 60% 
of our, cases, In one patient, a 43-year-old 
man, difficulty in swallowing had been pres- 
ent for 15 years and was considered a 
functional complaint until the other symp- 









toms and signs characteristic of derma- 
tomyositis became apparent. 

Abdominal Pain.—Abdominal pain is not 
infrequently noted in this disease and, on 
occasion, becomes a diagnostic problem. 

Case 25.—A 13-year-old girl® with dermatomy- 
ositis of two years’ duration complained frequently 
of intermittent abdominal pain, nausea, and vomit- 
ing, which were so severe on several occasions 
that an abdominal emergency was considered as a 
diagnostic probability and surgical consultation 
was obtained. On each occasion spontaneous im- 
provement occurred within several days. Roent- 
genographic examination of the gastrointestinal 
tract gave negative results. Improvement followed 
the administration of cortisone, and the attacks 
gradually decreased in frequency and severity and 
finally disappeared. 

Case 26.—A 74-year-old woman with dermato- 
myositis of 16 years’ duration complained of ab- 
dominal pain for many years. Examination during 
two admissions at intervals of 10 years revealed a 
suggestion of a large mass within the abdomen 
and a peculiar doughy edema of the abdominal 
wall, but extensive studies failed to reveal a lesion 
either intra-abdominally, intrapelvically or retro- 
peritoneally. We believe that the condition was 
due to chronic serositis with adhesions within the 
abdomen secondary to dermatomyositis. This pa- 
tient was still alive one year after our last complete 
examination (1954). 


Gastrointestinal Hemorrhage 


Case 27.—A 56-year-old man who had had dis- 
abling dermatomyositis for several years and had 
lost 100 Ib. experienced « hemorrhage from the 
gastrointestinal tract characterized by melena and 
hematemesis presumed to be due to a malignant 
lesion, but thorough investigations at the clinic 
and elsewhere failed to disclose a cause. A recent 
report, one year after admission, indicated that 
since the administration of cortisone was started 
eight months previously his condition had im- 
proved remarkably; he had gained 60 Ib., and he 
was working part time. 


Perforation of Gastrointestinal Tract 


Case 28.—An 8-year-old boy was severely in- 
capacitated by dermatomyositis and died one year 
after onset of the disease. Necropsy revealed ab- 
dominal and omental adhesions; multiple ulcers 
of the stomach, one of which had perforated; amy- 
loidosis of the spleen, liver, and kidneys; intersti- 
tial hemorrhages in the medullary portion of the 
adrenals and in the kidneys, cloudy swelling, fatty 
infiltration and septic necrosis of the liver, peri- 
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neural fibrosis of the sciatic nerve, left ventricular 
hypertrophy, and bronchopneumonia. 


Intra-Abdominal Adhesions (?) 


Case 29—A woman 39 years of age expe- 
rienced the usual symptoms of dermatomyositis 
and abdominal pain of indeterminate cause six 
months prior to admission. A diagnosis of “ad- 
hesions of the bowel” was made elsewhere and an 
operation was performed. The abdominal pains 
continued, and four months later a second opera- 
tion was performed for the same condition. The 
patient stated that a cause for the adhesions was 
not found at either operation. The results of a 
complete investigation at the clinic were negative 
except for dermatomyositis. 


Several patients with rather severe gener- 
alized edema due to dermatomyositis ex- 
perienced abdominal distention, severe ob- 
stipation, and atony of the bowel likened 
to paralytic ileus. 


Neurologic and Neuropsychiatric 
Symptoms 


Three patients had symptoms simulating poly- 
neuritis, and in two of these such a diagnosis was 
made prior to admission to the clinic. One of these 
was a boy 6% years of age, and the other two 
were girls aged 10 and 15 years respectively. All 
three presented the classic features of dermatomy- 
ositis. Muscle tenderness and paresthesias were 
so pronounced that the slightest movement or 
pressure was intolerable. In the boy, cortisone 
had been administered for one year prior to ad- 
mission. Examination of this patient revealed an 
exquisite tenderness of the muscles of the back, 
and his complaint of pain was so marked that a 
compression fracture of one of the lower dorsal 
vertebrae was considered. Roentgenograms re- 
vealed severe osteoporosis of the entire spinal 
column, but there was no evidence of a fracture. 
Neurologic examinations in all three cases failed 
to reveal evidence of a neurologic lesion. 

Two men, one 41 years of age and the other 53, 
to whom cortisone had not been administered, had 
periods of depression followed by excitability and 
personality changes. They were at times confused, 
disoriented, and uncooperative. Psychiatric care 
and guidance were obtained in both instances. 
Neurologic and _ cerebrospinal-fluid examinations 
gave negative results. 


Calcinosis 


Calcinosis was most frequently encoun- 


tered in the younger age group (less than 
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16 years of age); it was demonstrable 
clinically and roentgenologically in 16 of 
the 55 patients (29.1%) in this group (five 
males and 11 females). In patients 16 
years of age or older, calcinosis was noted 
in 12 (5.5%, all women). The incidence 
of calcinosis in the entire series of 270 
cases was 10.4%. 


Osteoporosis 


Osteoporosis was found in two males less 
than 16 years of age and in two 16 years 
of age or older. Twenty-six females had 
osteoporosis, of whom 10 were less than 
16 years of age and 16 were 16 or older. 
In the latter age group, a majority were in 
in the menopausal period, making it impos- 
sible to determine whether .the osteoporosis 
was secondary to dermatomyositis or to the 
menopause. 

We found no definite relationship be- 
tween osteoporosis and calcinosis, although 
both were most frequently noted in the 
younger age group. Steroid-induced osteo- 
porosis was encountered in five cases (one 
male and four females). 


Cortisone Therapy 


Sixty-two patients (38 females and 24 
males) representing all age groups and all 
phases of the disease were treated with 
cortisone. In a majority of cases the dosage 
was in the neighborhood of 100 mg. for 
adults and 25 to 50 mg. for children per 
24 hours, administered in four equally di- 
vided doses. 

Twenty-six patients received cortisone 
for a period of less than three months 
and 36 for a minimum of three months 
to a maximum of five years. Of the entire 
group of 62 patients, 28 were improved, 
of whom 9 obtained permanent remissions. 
Fifteen were unimproved and three became 
worse. The administration of the drug was 
discontinued in the latter three cases be- 
cause of an increase in muscle weakness. 
Eleven patients have died, five of whom 


of whom received cortisone for less than 
three months. 
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Of the 36 patients to whom cortisone 
was administered for more than three 
months, 19 improved, five dramatically. 
Eleven were unimproved and one became 
worse. Five have died, one as a result of 
infection and adrenal insufficiency probably 
induced by the administration of cortisone. 
In this patient, tissue obtained at necropsy 
(done elsewhere) and forwarded to us re- 
vealed a diffuse proliferative and inflamma- 
tory disease of the lungs of indeterminate 
cause as well as atrophy of the adrenals. 
One patient died after two years of con- 
tinuous administration of cortisone and one 
after one year of cortisone therapy. Two 
patients with an associated malignant dis- 
ease died, one after one year and the other 
after three months of cortisone therapy. 

Two patients to whom cortisone had been 
administered for periods of less than three 
months and in whom improvement was 
progressive during the period of observa- 
tion died very suddenly elsewhere within 
one week after dismissal from the hospital. 
It is not known whether or not the admin- 
istration of cortisone had been continued 
after their return home. 

Untoward side-effects of cortisone ther- 
apy were hypertension: in three cases, dia- 
betes in three, osteoporosis in five, increased 
weakness in three, and death in one. Con- 
tinuous cortisone therapy exceeded six 
months in all cases except in the case in 
which death occurred. — 


Comment 


The association of malignant disease with 
dermatomyositis, found in 18 cases (6.7%) 
all of which were in the age group in which 
malignancy is commonest in the general 
population, was incidental, we believe. The 
majority of tumors were adenocarcinomas, 


‘but one, was a lymphoblastoma. The fact 


that the diagnosis of dermatomyositis was 
made prior to or simultaneously with the 
diagnosis of malignant disease in nine pa- 
tients and subsequent to malignancy in an 
equal number enables us to agree, on the 
one hand, with Forman® and Dowling,’ 


who reported that dermatomyositis appears 
after the malignant disease is clinically 
manifest, and, on the other hand, with 
Curtis and associates,!4 who said that der- 
matomyositis precedes the malignant dis- 
ease. 

Less than 50 cases_of dermatomyositis 
in association with malignant disease have 
been reported in the literature since 
Bezecny’s 1 original report in 1935. The 
youngest patient reported on to date was 
that of Sunde,!* who observed an 11-year- 


old child with dermatomyositis and an 


associated chromophobe adenoma of the 
hypophysis. References to cases reported 
in the literature from 1935 to 1952 can be 
found in the reports of Dostrovsky and 
Sagher,!* who added two cases, Sheard,?® 
who added three cases, and Curtis and asso- 
ciates,4 who reported 8 new cases (the 
largest series to date) and mentioned 27 
additional cases reported in the literature. 
Recently Dowling*® analyzed 30 cases, 
which included three new cases and 27 re- 
ported in the literature. An additional case 
report, by Hoaglin and associates,!” de- 
scribes a patient with an associated primary 
carcinoma of the gallbladder with me- 
tastasis, who died suddenly from derma- 
tomyositis. Dowling '® states, “Schuermann 
(1951), reviewing 336 published cases of 
dermatomyositis, found among them 31 with 
associated malignant growth. Subjecting 
these figures to statistical analysis, he finds 
the incidence of malignancy is five times 
that in the normal population.” Curth ** 
quotes Schuermann’s figure as 12.9%. 
Curtis and associates 14 found an incidence 
of 17.7%. 

As was mentioned earlier, malignant 
lesions similar in type, location, and age 
groups affected were found to be asso- 
ciated with localized scleroderma in four 
cases and with generalized scleroderma in 
eight cases; the malignant disease preceded 
or appeared subsequent to scleroderma in 
approximately equal numbers of patients. 
These data suggest that malignant disease 
is associated with scleroderma as well as 


587 








with dermatomyositis, and, although our 
survey of patients with generalized sclero- 
derma is incomplete, the data suggest that 
there is an insignificant difference in the 
degree of association in respect to the two 
diseases. This is not in accord with the 
opinions of several authors ¢ who have in- 
dicated that carcinoma frequently is asso- 
ciated with dermatomyositis but infrequently 
or not at all with scleroderma. Dowling ** 
says that Schuermann found no record of 
malignancy in his own practice and in the 
current literature over a period of 20 years 
in 600 cases of progressive scleroderma. 
Curth 38 states, ““While the absence of the 
association of scleroderma with malignant 
internal tumors has been expressly noted 
(Schuermann, Kyrle, and Follman), iso- 
lated observations of this association exist 
(Haensek; Hildebrand; Curtis, Blaylock, 
and Harrell, Jr.) but proof of a causal 
relationship is still lacking.” In addition 
to the references quoted by Curth’® we 
have found two reports § in the literature, 
one of which”! has been referred to by 
Lever ® and is a report of a neoplasm asso- 
ciated with generalized or progressive 
scleroderma, and the other of which? is 
a report of carcinoma associated with 
localized scleroderma. 

In the two females in whom Cushing’s 
syndrome due to adrenal hyperplasia de- 
veloped six years after the onset of derma- 
tomyositis the progress was similar in that 
in each the dermatomyositis pursued a 
chronic course and resulted in severe muscle 
atrophy, contractural deformities, and in- 
terstitial calcinosis. The fact that the dis- 
ease in each became quiescent or arrested 
when signs of Cushing’s‘ syndrome ap- 
peared suggests that the increased produc- 
tion of corticosteroids or related compounds, 
or both, played a role in the amelioration 
of the course of the disease. It also sug- 
gests that the administration of cortico- 
steroids in this disease may have a physio- 
logic basis. Ordinarily, in the era before 


t References 16, 18, and 19. 
§ References 20 and 21. 
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steroid therapy, both of these patients would 
have been expected to die, as in each the 
disease was severe at its onset. 

In regard to the two patients who seemed 
to have classic dermatomyositis but who 
gave positive results with the clot test for 
lupus erythematosus during the course of 
their disease we are unable to state con- 
clusively whether the diagnosis was derma- 
tomyositis or systemic lupus erythematosus. 

The fact that two patients had cutaneous 
eruptions characteristic of pityriasis rubra 
pilaris prior to onset of the symptoms and 
signs of dermatomyositis indicates that the 
cutaneous manifestations of dermatomyosi- 
tis are indeed polymorphous and nonspecific 
in nature. 

However difficult it is to evaluate accu- 
rately the results obtained from the ad- 
ministration of therapeutic agents in 
dermatomyositis, in several of our patients 
the response to the administration of 
cortisone was dramatic and in nine others 
permanent remissions seem to have been 
obtained. In certain instances, cortisone ap- 
peared to be lifesaving. The short observa- 
tion period of some patients in_ the 
cortisone-treated group precludes any defi- 
nite conclusions as to cure. It is our clinical 
impression, however, that improvement. oc- 
curred in a_sufficient-numberof_ patients 
to justify the continued long-term use of 
this agent as a_ therapeutic measure. 


Summary and Conclusion 


A survey of the records of 270 patients 
with dermatomyositis revealed the follow- 
ing: 

1. The ratio of females to males was 2:1. 

2. In only one family was there a record 
of more than one case of the entity. 

3. Associated malignant diseases were en- 
countered in 6.7% of the cases. = 
4. Associated Cushing’s syndrome was 
encountered in two instances. 

5. Positive results with the clot test for 
lupus erythematosus were noted in two 
cases. 
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6. Pityriasis-rubra-pilaris-like cutaneous 
eruptions were noted in two cases. 

7. Unusual gastrointestinal symptoms and 
signs occurred in several cases. 

8. Calcinosis occurred in 29.1% of pa- 
tients less than 16 years of age and in 
5.5% of those 16 years of age or older. 

9. Osteoporosis was present in 21.8% of 
the patients less than 16 years of age and 
in 8.4% of those 16 years of age or older. 

10. Cortisone was well tolerated, as a 
rule, by these patients. 

Prolonged administration of steroids in 
conjunction with other supportive meas- 
ures, particularly physical therapy, seems 
well worth while. 
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Report of a Case 


G. O. BAIN, M.D. 
and 
T. K. SHNITKA, M.D., Edmonton, Alta., Canada 





The meningioma is common among in- 
tracranial tumors and constitutes about 
one-quarter of intraspinal neoplasms. A\l- 
though approximately 25% of intracranial 
meningiomas invade the contiguous skull, 
producing hyperostosis, extension through 
the cranium into the soft tissues is unusual. 
It is only with extreme rarity that the 
meningioma gives rise to metastases.* 
Rare ectopic meningiomas have been re- 
ported in various sites, including orbit,® 
glabella and bridge of nose,* and frontal 
and maxillary paranasal sinuses. 

Meningiomas arising in the skin and sub- 
cutis are extremely rare. The first case was 
described by Winkler ® in 1904. The pa- 
tient, a 10-year-old girl, presented three 
raised, localized dermal and subcutaneous 
nodules located paraspinally at the levels of 
D4-D5, D7-D8 and over the right kidney. 
In two instances the overlying skin was 
adherent, atrophic, and grayish-red, with 
central depression. The skin over the 
lowermost tumor exhibited hypertrichosis 
peripherally. In the subcutis beneath the 
two paraspinal tumors thickened, dense tis- 
sue forming a cylindrical strand penetrated 
into the depths and could be followed by 
palpation for 1 to 2 cm. toward the verte- 
bral column. The tumors, which measured 
2 to 4 cm. in diameter, were disc-shaped 
and somewhat ovoid. The time at which 
these cutaneous nodules first appeared was 
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‘it is discussed briefly in a number of text-— 


not known, but scoliosis had been present 
from birth. Histologically all three tumors 
showed a microscopic structure identical . 
with the intracranial psammomatous menin- 
gioma. The tumors were unencapsulated. 
Four additional cases of cutaneous psam- 
moma were reported from Jadassohn’s clinic 
during the three decades following Wink- — 
ler’s report.? These tumors, which had been — 
present from childhood, were found in the — 
occipital scalp, with preference for the mid- — 
line. There were no subjective symptoms. 
Clinical appearances were variable, some 
lesions resembling “soft nevi” while others 
were covered with small mammillary ex-— 
crescenses. The overlying skin either con-_ 
tained a few lanugo hairs or was bald. 
Psammoma bodies were present in all four 
tumors, but in only one was a connection — 
with nerves considered probable. There was 
a marked reduction in elastic fibers within 
the tumors and in the surrounding tissues. 
The sixth case appeared in the literature 
in 1933, when Alkiewicz® described a boy 
6 years of age with a mobile growth meas- 
uring 8 by 9.5 cm. in the right temporo- 
occipital region of the scalp. The lesion 
had been present from birth, when it oc- 
cupied 50% of the scalp area. The over- 
lying skin was coarsely granular and ex- 
hibited rapidly growing, bristle-like hairs. 
Microscopically it was a composite lesion 
consisting of a “soft nevus” overlying a_ 
vascular tumor which resembled the psam-— 
momatous type of meningioma. The hy-— 
pertrichosis, composite structure, and angio-— 
matous features of this tumor distinguish : 
it from those reported previously. : 
In a survey of the English literature we | 
have been unable to find a single reported 
case of cutaneous meningioma, although 




















books.{ 
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Report of Case 


A 38-year-old man complained of a painless, 
nontender lump in his scalp 2 in. posterior to the 
frontal hairline in the midline. It had been present 
many years and had been traumatized repeatedly. 
The overlying skin was adherent to the mass. 
Roentgenograms of the skull revealed no abnor- 
mality other than a small defect in the right 
frontoparietal area. This defect was not thought 
to be related to the tumor since it was a consider- 
able distance removed from it. 


Fig. 2.—Nest’ of meningothelial cells in cu- 
taneous meningioma. 


Operation (Oct. 4, 1955) exposed a dense, 
fibrous tumor which bled profusely when incised. 
The surgeon stated that the tumor was not in 
contact with the skull, 

The surgical specimen consisted of an unen- 
capsulated, ovoid mass of homogeneous gray tis- 
sue of fibrous consistence with several black hairs 
projecting from one surface. It measured 2 by 1 
by 1 cm. 

Microscopic sections through the long axis of 
the surgical specimen showed an unencapsulated 
tumor with portions of corium containing sweat 


Fig. 1—Hair follicles 
at margin of cutaneous 
meningioma. The tumor 
is unencapsulated and 
contains many psammoma 
bodies within dense fib- 
rous stroma. 


Fig. 3—Hyaline degeneration of meningo‘helial 
beset cells and evolution of calcified psar:»moma 
ies. 
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glands, hair follicles, and sebaceous glands at- 
tached to both ends and one side, placing the neo- 
plasm within the dermis (Fig. 1). The tumor 
presented histological features typical of psammo- 
matous meningioma as it occurs within the cra- 
nium. It was composed of small islands and strands 
of meningothelial cells with large, oval, vesicular 
nuclei containing a moderate amount of chromatin 
(Figs. 2 and 3). No mitotic activity was evident. 
The cells had abundant, rather finely granular 
cytoplasm, the boundaries of which varied in dis- 
tinctness in different areas. They tended to ar- 
range themselves in whorls embedded in a dense, 
hyalinized, poorly vascularized fibrous stroma. In 
some areas there was marked stromal overgrowth 
replacing the meningothelial elements. Acid or- 
cein stain demonstrated considerable numbers of 
elastic fibrils within the collagenous stroma, sug- 
gesting a probable origin of the stromal tissues 
from corium. A number of small dermal nerves 
were enclosed within the tumor. 

A striking feature of the sections was the pres- 
ence of large and, small, concentrically laminated 
psammoma bodies showing varying degrees of 
calcification. Transitional stages could be traced 
from globules of intracellular hyalin in the menin- 
gothelial islands to large, calcified bodies resem- 
bling corpora amylacea lying free in the stroma 
(Fig. 3). Many of the degenerating cells con- 
tained pyknotic nuclei. Shadowy outlines of de- 
generating meningothelial cells were evident 
within some of the psammoma bodies. Dust-like 
particles of brown hemosiderin pigment (con- 
firmed with Perls’ stain) were present in the 
cytoplasm of occasional meningothelial cells, but 
not within the psammoma bodies. 

The pathological diagnosis was cutaneous psam- 
momatous meningioma. In view of this diagnosis, 
neurosurgical consultation was sought (Dec. 18, 
1955). Examination of the cranial nerves and 
sensorium revealed no abnormality. Papilledema 
was absent. Deep and superficial reflexes were 
bilaterally equal and active. Examination of the 
scalp revealed evidence of a small local recurrence 
of the cutaneous tumor beneath the healed inci- 
sional wound. The consultant stated that there 
was no evidence of an intracranial lesion. The 
patient declined further investigation and treat- 
ment. 


Comment 


Clinical Features.—The cutaneous 
ningioma {psammoma) forms a localized 
tumefaction in the cutis and subcutis. All 
of the reported cases have been confined to 
the scalp § or paraspinal regions.* The ap- 


me- 


§ References 7 and 8. 
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pearance of the tumor may date from birth, 
or it may be of many years’ standing in the 
adult patient. There is no known familial 
or racial predilection, and cases have been 
reported in both sexes. Cutaneous menin- 
giomas may be single, as in the case of 
Alkiewicz and those from Jadassohn’s 
clinic, or multiple, as in Winkler’s case. 
Clinically they form firm nodules, soft 
“moles,” or mammillated projections. The 
skin is adherent and may be atrophic, gray- 
ish-red, and depressed centrally. Lesions 
located in the scalp are sometimes covered 
by hair, as m the case herein reported, but 
may be hairless.? One of the lesions in 
Winkler’s case was glabrous centrally but 
bore hairs peripherally. The skin overly- 


. ing the temporooccipital scalp tumor de- 


scribed by Alkiewicz exhibited thick, hard, 
rapidly growing hairs. Cutaneous menin- 
giomas grow slowly or may show no ap- 
parent growth, as in Alkiewicz’s case. They 
range in size from 2 to 10 cm. in greatest 
diameter, tending to be disc-shaped. No 
subjective symptoms have been reported. 
The recommended treatment is complete 
surgical excision, after which recurrence is 
not to be expected. Recurrence after 10 
weeks, in the case presented, is attributed 
to incomplete excision. 

Microscopic Features—Although _ the 
diagnosis of cutaneous meningioma may be 
suspected clinically, it can be established 
only through histological examination. This 
reveals a tumor identical in structure with 
the common intracranial meningioma except 
that it lacks distinct microscopic circum- 
scription. Psammoma bodies have _ been 
present in all reported cases. Dermal nerves 
traverse the tumor and occasionally form 
a conspicuous element, as in Winkler’s case. 
In the tumor described by Alkiewicz, which 
was combined with a cutaneous nevus, the 
underlying meningiomatous portion was 
highly vascular and perhaps comparable 
with the angiomatous variant of the intra- 
cranial meningioma. The epidermis over- 
lying cutaneous meningiomas is intact but 
often atrophic. 
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Histogenesis—Since the classical article 
of Schmidt || in 1902 it has been widely 
accepted’ that the intracranial meningioma 
arises from arachnoidal cells. The localiza- 
tion of reported extracranial meningiomas 
suggests a possible origin from arachnoidal 
tissue displaced outside of the cranium 
along lines of fusion of the embryonic 
skull and spine. Tumors of this type have 
not been reported on the ventral trunk nor 
in the limbs. An origin of ectopic menin- 
giomas from arachnoidal cell rests has been 
suggested by Pendergrass and Hope* 
and Zachariae.!® Depending upon the dis- 
tance of extracranial arachnoidal displace- 
ment, meningeal tumors might be expected 
to occur at various levels beneath the skin, 
as well as-within the corium. Different 
degrees of displacement are, in fact, rep- 
resented by: the cases of Pendergrass and 
Hope !® (tumor lying on the skull and asso- 
ciated with hyperostosis), Zachariae *® 
(tumor between periosteum and galea), and 
New and Devine* (tumor destroying skull 
from without and entering subcutis). 
Schmidt J has stated that arachnoidal islets 
may be found in the sheaths of cranial 
nerves and also outside the skull, particularly 
in the optic nerve. As Zachariae has sug- 
gested, arachnoidal rests in other sites may 
possibly give rise to extracranial menin- 
giomas. Winkler attributed the origin of 
the tumors in his case to heterotopic arach- 
noidal elements located along nerve trunks. 

We have been impressed by the similarity 
between cells of the cutaneous meningioma 
and those of the common dermal nevus. 
According to the widely accepted theory of 
Masson,2? cells of the dermal nevus are 
derived from the Schwann cells of dermal 
nerve sheaths. The experimental studies 
of Jones?® and Harvey, Burr, and Van- 
Campenhout ?® indicate that the Schwann 
cell and the arachnoidal lining cell are close 
histogenetic relatives, both being of neuro- 
ectodermal origin. Tumors originating from 
Schwann cells might therefore be expected 

| Cited by Bailey and Bucy.™ 

{Cited by Zachariae.™ 


occasivually to reproduce meningothelial 
structures instead of the “nevic corpuscles,” 
“neuroid bundles,” “neuroid fibers,” and 
“lames foliacées” of Masson. Conversely, 
this relationship is also suggested by the 
occasional occurrence of melanin pigment 
within intracranial meningiomas.4 The 
ability of proliferative lesions of Schwann- 
ian origin to differentiate into a wide 
variety of neuroectodermal structures is 
further illustrated by the “Pacinian neuro- 
fibroma” of Prichard and Custer,?4 which 
also contains nevus cells and pigment. It 
may be significant that the cutaneous psam- 
moma described by Alkiewicz*® was com- 
bined with a pigmented dermal nevus. The 
nevus is regarded by many as a malforma- 
tion rather than a neoplasm, and such was 
the interpretation of the combined lesion 
described by Alkiewicz. The unencapsulated 
character of the cutaneous psammoma may 
be in keeping with his concept. 

Criteria for Diagnosis.—Since ectopic 
meningiomas are reported in a variety of 
sites in addition to the skin, the following 
criteria for the diagnosis of cutaneous me- 
ningioma are recommended: (a) The tumor 
must take origin within the cutis and sub- 
cutis; (b) it must have the typical histologi- 
cal structure of a meningioma; (c) there 
must be no evidence of an intracranial 
meningioma. On the basis of these criteria 
a number of reported ectopic meningiomas 
have been excluded from the cutaneous 
group. These encompass certain rare ectopic 
meningiomas at the root of the nose de- 
scribed by New and Devine‘ and the cases 
of extracranial meningioma, described by 
Pendergrass and Hope," and by Zachariae,1® 
which were located within deeper layers of 
the scalp unrelated to skin. The case of Lay- 
mon and Becker,! which has been referred to 
in dermatological texts * under the topic of 
cutaneous psammoma, is excluded because 
it represents a rare instance in which an 
intracranial meningioma perforated the 
skull to appear within the tissues of the 
scalp. 


# References 14 and 20. 
* References 10 and 22. 








Summary 


Cutaneous meningioma is a slowly grow- 
ing, benign tumor of the scalp and para- 
spinal regions. It can be diagnosed only 
by histological examination, which reveals 
a tumor identical in structure with the 
psammomatous type of intracranial menin- 
gioma. 

Only six cases have been previously re- 
ported, attesting to the extreme raiity of 
the lesion. The case of cutaneous menin- 
gioma presented is believed to be the first 
in the English language. Two alternate 
theories of histogenesis are offered. 

Dr. J. Storcer made the material available and 
Dr. S. K. Morton supplied the neurological data. 
Prof. J. W. Macgregor confirmed the histological 
diagnosis. Mr. Eric Beamont prepared the photo- 
micrographs. 
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Mlergic | Sot a ee Tt iculhs 


Report of a Unique Case 


S. IRGANG, M.D., New York 





Gougerot dissociated from a group of 
diseases formerly known as dermatitis nod- 
ularis necroticans and non-necroticans a 
multiform eruption to which he attached 
a lengthy title. It was later changed to 
trisymptomatic disease of Gougerot * and 
finally to nodular dermal allergide.* 

The eruption, developing on an allergic 
basis and having a predilection for the lower 
extremities, consists of macular erythe- 
matous lesions and those suggestive either 
of erythema multiforme or urticaria in addi- 
tion to the presence of nodules and purpuric 
macules. An occasional case may also pre- 
sent papulonecrotic lesions and/or bullae. 
However, a single type of lesion may com- 
prise the entire eruption or there may be 
a variety of combinations of the aforemen- 
tioned lesions. Histologically, the predomi- 
nant abnormalities are usually confined to 
the cutis and consist chiefly of a capillaritis 
and arteriolitis, fibrinoid necrosis of the 
perivascular tissues, and a cellular infiltrate 
composed largely of . polymorphonuclear 
leukocytes, a number of which undergo 
degeneration. 

Recently, Ruiter introduced the term 
allergic cutaneous vasculitis to describe a 
polymorphous eruption which histologically 
shows a similar inflammatory process, but 
the predominating finding is an arteriolitis 
confined principally to the vessels of the 
cutis.t Gougerot and others considered it 
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identical with nodular dermal allergide.§ 
The term introduced by Ruiter appears the 
more plausible, since it is not clinically 
descriptive of any one type of lesion, and, 
furthermore, the vasculitis, developing on 
an allergic basis, is the outstanding histo- 
logical feature. 

I wish to record a case of allergic cutane- 
ous vasculitis in which the eruption con- 
sisted of a single type of lesion and, 
histologically, the chief vascular abnormali- 
ties were located in the subcutis. 


Report of Case 


A Negro woman, aged 29, entered the clinic 
complaining of painful, tender swellings of the 
ankles and feet and of an eruption on the lower 
extremities of 10 weeks’ duration. 

There was a family history of tuberculosis. The 
patient had received treatment for syphilis eight 
months previously when serologic tests, performed 
because of preemployment regulations, showed 
positive results. 

The present illness was ushered in by an upper 
respiratory infection and within 24 hours the joints 
of the fingers, feet, ankles, and knees became 
swollen, tender, and painful; she also felt weak 
and had anorexia. Coincident with the polyarthral- 
gia, an asymptomatic cutaneous eruption appeared 
on both lower extremities. The arthralgia subsided 
gradually and cleared within three weeks except 
for its persistence in mild form for an additional 
few weeks in the ankles and feet. 

The eruption was symmetrical and nonpruritic 
and involved equally all aspects of the thighs, 
legs, and feet. It consisted of pinkish-red poorly 
and well defined nonscaly discrete macules, which 
varied in size from that of a split pea to that of 
a bean. The central area of each lesion was 
strikingly indurated but this feature gradually 
lessened toward the periphery. The pretibial 
region, feet, and ankles showed pitting edema; 
the latter were also slightly tender. The heart 
was normal on physical examination. The systolic 
blood pressure was 120 and the diastolic 70 mm. 
Hg. 
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The blood VDRL was 2+ and Kolmer 4+. 
An intracutaneous injection of 0.1 cc. of old tuber- 
culin in dilution of 1:100,000 elicited a positive 
local reaction. Blood study disclosed an anemia, 
leukopenia, lymphocytosis, and a neutropenia (RBC 
3,300,000, Hb. 62%, WBC 3,900, lymphocytes 60% 
and polymorphonuclears 38%). Serum proteins 
and cholesterol determinations were normal. A 
blood sugar estimation was 63 mg. 100 cc. Liver 
function tests and urinalysis gave normal results. 
The basal metabolism rate was +15. A roentgeno- 
gram of the chest and an electrocardiogram were 
normal. 

Histological Examination.—The abnormal find- 
ings were most conspicuous in the upper half of the 
subcutis, and here the arterioles were severely in- 
volved. The walls of these vessels were greatly 
thickened. The intima of the affected arterioles 









Fig. 1—Medium-power photomicrograph of the 
subcutis of a lesion. A transverse section of an 
involved arteriole showing the inflammation af- 
fecting the entire vessel wall. Hematoxylin and 
eosin. 





Fig. 2—Medium-power photomicrograph of the 
subcutis of another section of the lesion shown in 
Figure 1, showing the involved arteriole in longi- 
tudinal section. Hematoxylin and eosin. 
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Fig. 3.—High-power photomicrograph showing 


panarteriolitis. Note the degeneration of the 
thickened intima. Hematoxylin and eosin. 


was broadened and in some segments it under- 
went fibrinoid degeneration. This degenerative 
process involved either a part or the entire cir- 
cumference of the vessel. Their lining endothelial 
cells were proliferated and swollen, but many were 
pyknotic and they projected into the lumen, often 
obliterating it; these pyknotic cells were loosely 
attached to the degenerated intima. Within this 
intimal layer a significant number of histiocytes 
without lipoid were noted. The media was also 
thickened and its constituent cells were swollen, 
but there was no evidence of degeneration. This 
layer contained variable numbers of histiocytes and 
an occasional lymphocyte and fibroblast. The ad- 
veutitia was definitely thickened and it contained 
small groups of histiocytes, a few fibroblasts, and 
an occasional lymphocyte. The vasa vasorum 
were not narrowed, but their endothelial cells 
were swollen. In the upper subcutis the capillaries 
and venules were dilated and their endothelial cells 
were enlarged. The venules were congested and 
the walls of some were lightly infiltrated with 
lymphocytes. The perivascular cellular infiltrates 
were sparse and they consisted largely of lympho- 
cytes interspersed with a sprinkling of plasma cells 
and histiocytes. In addition, a single small dense 
perivascular lymphocytic nodule was noted in this 














was also observed here but it was particularly 
evident about the affected arterioles. A mild form 
of panniculitis was encountered. 
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ALLERGIC CUTANEOUS VASCULITIS 


The inflammatory reaction in the cutis was con- 
fined to the upper half of this layer. The blood 
vessels showed variable degrees of dilatation and 
their endothelial cells were swollen. The venules 
of the midcutis showed an edematous reaction in 
their walls. The perivascular cellular infiltrates 
were meager and they consisted of lymphocytes 
and fibroblasts; a few histiocytes were seen about 
the vessels of the midcutis. The epidermis was ir- 
regular but atrophic, while the stratum corneum 
was thickened. 

The patient received 15 daily intramuscular in- 
jections of 600,000 units each of procaine penicillin 
without effect on the lesions. The eruption re- 
solved gradually and healing was complete about 
six months after its inception, leaving residual 
hyperpigmentation. The limitation of the eruption 
to the lower extremities and the peculiar indura- 
tion of the macular lesions, a characteristic prev- 
jously recorded °, suggested the diagnosis of allergic 
cutaneous vasculitis. Other distinctive features 
were the striking involvement of the arterioles of 
the subcutis and the results of blood study. 


Comment 


Allergic cutaneous vasculitis or its coun- 
terpart, nodular dermal allergide, has not 
received serious attention from American 
dermatologists, for there is but a single 
reference to it in the American literature.’ 
It is an apparently benign disease encoun- 
tered chiefly in adults. The eruption, re- 
solving usually within two months, has a 
tendency to recur. A case has been recorded 
in which cycles of remissions and exacer- 
bations were observed over a period of 
more than 30 years.5 

There is general agreement as regards the 
pathogenesis of allergic cutaneous vascu- 
litis, namely, hematogenous bacterial dis- 
semination. In this disease focal infections 
have often been demonstrated and acute 
infectious states have preceded the onset 
of the eruption.|| Gougerot maintained that 
bacterial emboli, lodging in a skin highly 
sensitized and resistant to a micro-organism, 
account for the cutaneous manifestations. 
Allergic cutaneous vasculitis has been com- 
pared with the tuberculids as regards its 
manifold clinical forms.5 

Histologically, the entire picture is 
clear-cut but not pathognomonic."! The 
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dominant lesion is a vasculitis, the capil- 
laries and arterioles within the cutis being 
affected to a variable degree; the venules 
may also be involved on a minor scale. In 
the cases reported by Ruiter the arterioles 


were chiefly involved. The principal 
infiltrating cell is the polymorphonuclear 
leukocyte, many of which subsequently dis- 
integrate, and the resultant nuclear debris 
is considered diagnostic. Fibrinoid changes 
within the affected blood vessels and peri- 
vascular tissues are also considered of 
diagnostic significance.?’ Despite the con- 
sistently uniform histological picture, ex- 
ceptions have been encountered. A case has 
been documented in which the arterioles 
of the upper subcutis in addition to those 
of the deep cutis were predominantly in- 
volved, while in another the subcutis alone 
was the site of the arteriolitis; in both 
instances the’ eruption consisted of nodulo- 
ulcerative lesions.{— In the case presented 
the subcutaneous arteriolitis developed in 
macular lesions. There is also a recorded 
instance in which fibrinoid changes were 
absent.7?. Apparently, the one constant out- 
standing abnormality is the severe vasculitis. 

The present case of allergic cutaneous 
vasculitis occurred in a young Negro 
woman. The eruption consisted solely of 
macules, and histologically the outstanding 
feature was the intense inflammatory reac- 
tion in the arterioles of the upper subcutis. 
All layers of these vessels were affected; 
they were thickened and infiltrated chiefly 
with histiocytes. Furthermore, parts of the 
thickened intima showed striking evidences 
of degeneration, and variable numbers of 
their lining endothelial cells were likewise 
degenerated and they often obstructed the 
narrowed lumina. In this case degenera- 
tive changes were not observed in the 
perivascular tissues. Another observation 
of note was the absence of polymorpho- 
nuclear leukocytes in histological sections. 
Perhaps this might be explained on the 
basis of duration. Since the lesions of 
allergic cutaneous vasculitis generally re- 
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solve within two months and since those in 
the present case had persisted for two and 
one-half months at the time of biopsy, it 
is possible that these granulocytes might 
have been found if the lesions had been 
examined earlier. However, the leukopenia 
and neutropenia indicated a general sup- 
pressive action on the polymorphonuclear 
leukocytes. 


Summary 


A case of allergic cutaneous vasculitis is 
presented in a young Negro woman. 

The eruption, consisting of a single type 
of lesion and of limited distribution, in- 
voluted after an extended period. 

Histologically, the outstanding abnormali- 
ties were noted in the subcutis, and the most 
striking feature. was the severe type of 
arteriolitis. . 

Blood study disclosed a suppressive ac- 
tion on the granulocytes. 

160 Riverside Drive (24). 

Dr. Vera Dolgopol, pathologist of the Harlem 
Hospital, assisted in the interpretation of the histo- 


pathological findings. Mr. Edward Entin made 
the photographs. 
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Neurodermatitis, a disorder which usually 
has its onset in the first year of life, has 
for many years been recognized to be a 
form of allergic reaction, which often oc- 
curs in association with two other hyper- 
sensitive. states, hay fever and asthma, the 
three conditions together constituting the 
so-called ‘‘atopic” triad. However, attempts 
to treat neurodermatitis patients by desensi- 
tization to the allergens to which they are 
sensitive by skin test or by dietary or en- 
vironmental removal of them often prove 
fruitless. Moreover, exposure to these 
allergens generally does not cause any 
exacerbation of the disease. 

In more recent years, attention has been 
directed to the possible role of the mother- 
child relationship in the atopic triad. As 
early as’ 1937 Rogerson? emphasized the 
role of the overanxious, overprotective par- 
ent in precipitating or aggravating atopic 
reactions in children. In 1941 French, 
Alexander, Mohr,? and others in the Chi- 


- cago Institute for Psychoanalysis presented 


evidence of maternal rejection in children 
with asthma. In 1948 Miller and Baruch,* 
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in a study of 63 children with various atopic 
reactions, concluded that “maternal rejec- 
tion is . . . an almost universal experience 
in the lives of allergic children.” In 1951, 
Williams > confirmed this finding in a study 
of 53 children with atopic dermatitis and 
pointed out that management of the ma- 
ternal rejection factor in his series led to 
more favorable therapeutic responses than 
occurred in a control series in which this 
factor remained untreated. In the same 
year, Spitz ® listed infantile neurodermatitis 
among the “psychogenic diseases of in- 
fancy” and attributed it to maternal hostility 
concealed behind a facade of manifest anx- 
iety. Rosenthal,? in 1952, arrived at a 
similar conclusion and suggested that the 
inadequate physical contact between mother 
and child in these cases might be either 
qualitative (too rough handling) or quanti- 
tative (insufficient cuddling or caressing). 
The present study represents a further 
effort at the exploration and evaluation of 
stresses in the mother-child relationship as 
factors in the genesis of neurodermatitis. 


The Method 


Utilizing the technique of “associative anam- 
esis,” ® 22: mothers of children with neuroderma- 
tus were interviewed at length concerning the 
circumstances and emotional climate under which 
the disorder first made its appearance and also 
concerning their own personal backgrounds and 
histories. In addition, 10 of the mothers (whose 
further cooperation it was possible to obtain) were 
given a battery of three projective psychological 
tests comprised of the following techniques: 

1. Draw-A-Person Test with Inquiry (Mach- 

over ) 

2. Forer Sentence Completion Test 

3. Thematic Apperception Test 

The diagnosis of atopic neurodermatitis in the 
child was confirmed in each instance either by the 
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dermatologist member of the investigative team 
(M. S.) or by a referring dermatologist. Four- 
teen of the patients in the study were referred by 
dermatologists from their private practices.* These 
referrals were made at random as these patients 
appeared at their offices, and were not specially 
selected. The remaining eight were from the der- 
matological service of the Los Angeles County 
General Hospital, and were chosen simply on the 
basis of their availability. 


The Material 


The children in the study ranged from 6 months 
to 11 years in age. The mean age for the entire 
group was 3 years 2 months. All but four of the 
children were less than 5 years of age. The onset 
of the illness in all but four instances was during 
the first year of life; two were in'the second year, 
one in the third, and one in the fifth. In five of 
the children there were histories suggestive of an 
asthmatic diathesis also. In the others there were 
no other allergic manifestations. 

Twelve of the children were girls, 10, boys. 
Fourteen were Caucasians, four Negro, one 
Chinese, one Japanese, and one of mixed Caucasian 
and American Indian heritage. There was no 
consistent pattern as to their position in the family. 
Four were only children, five were firstborn, eight 
were youngest children, four were intermediate 
siblings, and one was an adopted child. Three 
of the children were illegitimate births. 

The mothers ranged in age from 18 to 41; 2 
were below the age of 20 years, 12 were in their 
twenties, 6 in their thirties, and 1 was 41. 

In 19 out of the 22 cases there was a positive 
family history of eczema, neurodermatitis, asthma, 
vasomotor rhinitis, or allergic urticarias. In one 
case” (the adopted child); ‘the family history could 
not be ascertained. In only two cases was the 
family history apparently negative for allergic 
reacttons. 


Circumstances Surrounding Onset 
of the Illness 


As we interviewed the mothers of these 
patients concerning the specific life circum- 
stances under which the skin disorder first 
made its appearance, we encountered over 
and over again a situation in which, for 
one reason or another, in the period just 
preceding the onset of the disorder, the 
child was either rejected or neglected by 
~*Drs. Maximilian Obermayer, Margaret Stor- 
kan, Maxwell Wolff, and Murray Zimmerman 
cooperated in referring patients to us for this 
study. 
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the mother or else fortuitously separated 
from her. The presence of this finding in 
100% of our cases points strongly to its 
relevance to the genesis of neurodermatitis, 
in spite of the relative smallness of our 
series, 

In 13 of the 22 cases, there was either 
obvious or strongly suggestive evidence of 
conscious or unconscious rejection of the 
child by the mother. The hostility of these 
mothers expressed itself either in rough 
handling of the children, or, more often, 
in neglect of them, together with a rather 
marked insufficiency in picking them up 
and holding and caressing them. 

The following cases exemplify the situa- 
tions in which the maternal rejection was 
fairly obvious and on the surface. 

Case 1—A 15-month-old girl, an illegitimate 
child, whose mother did not’ want her. Her rash 
appeared at the age of 2 months, one month prior 
to her being turned over to a foster mother. Ac- 
cording to the foster motier, with whom both the 
mother and child lived during the third month of 
the child’s life, the mother “wasn’t very gentle 
with the baby. She wovld vrab her and swing her 
and hurt her. She did:,’t take much care of her. 
The baby would come over without a bath and 
with sour milk in her bottle. Once I asked if the 
baby had had a bath. She tore the clothes off the 
baby and put it under the faucet. Even when 
she played with the baby she was rough with it.” 

Case 11.—An 8-year-old Mexican girl, who is 
the fifth of nine chiidren. The four older siblings 
were all girls, and the mother was deeply dis- 
appointed at having another girl. Moreover, during 
the latter part of the mother’s pregnancy and 
during the entire first year of this child’s life the 
father was having an overt affair with another 
woman. In addition, this child was much darker 
than the other members of the family, so that at 
times they gave her the derogatory appellation 
of “Nigger.” The mother herself was aware 
that her treatment of this child had ‘been different 
from that accorded her other children. Usually 
she liked to hold her babies and come to them 
when they cried and comfort them, but with this 
child this was not so. She had been so concerned 
with her own feelings about her husband’s infidelity 
that she paid very little attention to this child, and 
the baby would often cry or go wet. or hungry for 
long periods of time. Also there was not as much 
holding of this child as there was with both the 
earlier and subsequent children. 

In other cases, despite the fact that the 
evidence of maternal rejection was less 
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direct, there were nevertheless indirect evi- 
dences which were strongly suggestive of it. 
These are illustrated in the following in- 
stances. 

CasE 6—This 14-month-old boy had suffered 
from skin lesions since the age of 3 or 4 weeks. 
The mother stated that she almost never held her 
children because “they were so tiny and fragile,” 
and she was afraid she might drop them. There- 
fore, she would “put them to bed, give them their 
bottle and that was that.” The patient was hardly 
picked up at all by either the mother or father 
until he was almost 5 months old. He is the young- 
est of three children, the oldest being a boy and 
the next one a girl. The mother stated that she 
herself had missed having a sister all her life, 
and had wanted a sister for her little girl very 
badly. The implication that she was disappointed 
in the sex of the patient was apparent. 

Case 8.—A 2-year-old boy whose skin lesions 
had been present since the age of 10 months. The 
mother stated that she and her husband knew 
nothing about taking care of children and handled 
them very gingerly because they were “afraid of 
harming them.” The patient was the first of two 
children, and ‘he mother emphasized that she was 
extremely tense and nervous throughout his early 
childhood, in contrast to her attitude with her 
younger child, with whom she was more relaxed. 
The mother volunteered that when she was in the 
hospital with the new baby the patient cleared up 
completely and was well again until she returned 
home. She stated, “Maybe he is allergic to me.” 
While she was in the hospital the grandmother 
took care of him, and without any prompting the 
mother made the statement that “Grandmother 
holds him a great deal.” 

In the remaining nine of our cases the 
circumstances which involved neglect of 
or separation from the child could not be 
definitely correlated to maternal rejection, 
but seemed rather to be an outgrowth of 
unavoidable or fortuitous events. Although 
it is possible that elements of unconscious 
maternal rejection existed in these cases 
also, it was not possible to elicit them defi- 
nitely in our interviews. The most striking 
example of this group was the following. 

Case 16.—This was a 2-year-old Nisei child, who 
had suffered from an intermittent skin lesion since 
the age of 9 months. The child was wanted rather 
badly by the parents, regardless of what sex it 
might be. They were happy that she was a girl 
and had accepted her. The mother breastfed the 


infant until it was 6 months old, and the mother 
and child were comfortable together until the 









child was 9 months of age, at which time the 
mother decided to go back to work in the family 


business. About a week or 10 days after she 
went back to work, the child began to {ave a “sh 
which started on its face. The mother continued 
to work for the next five months, during which 
time the rash spread and gradually became gen- 
eralized. At this time the mother became concerned 
about the child and stayed home for a month to 
take care of it. She observed that the skin rash 
improved during this period, but did not associate 
it with her being home. After a month she re- 
turned to work again, and within four days the 
child’s skin rash worsened. The mother, however, 
still failed to make the connection between her 
separation from the child and the exacerbation of 
the symptoms. She continued to work for two 
more months, during which the patient’s neuro- 
dermatitis became steadily worse. Again the 
mother decided to stop working, and in the three 
months during which she was home the child’s 
skin cleared completely. At the end of this period 
the mother went to work again, but within five 
days the child’s skin lesions broke out once more. 
By this time the mother herself became aware that 
her being away from the child was apparently 
the precipitating factor, and she decided to stay 
home permanently. The child’s skin began to clear 
promptly, and at the time of the interview, one 
month later, it was almost entirely well again. 

There was also a strikingly positive hereditary 
factor in this case which will be described later in 
this paper. 

Other examples of what appeared to be 
fortuitous separation of mother and child 
were the following. 

Case 4.—This 2%%-year-old girl developed a 
diaper rash shortly after she was brought home 
from the hospital. The mother injured her spine 
soon after the patient was born and was flat on 
her back for eight weeks, unable to care for the 
child at all. According to the mother, the child’s 
rash began shortly after she injured her spine. 
The mother stated that because of this weak back 
she had never been able to hold or fondle the 
child. When the patient was one year old, the 
parents went back East for a visit, and left the 
child with relatives. At this time the rash became 
severer and generalized. 

Case 19.—This 7-year-old boy developed his 
rash at the age of 5 during a six-week period 
during which his mother “abandoned him” (her 
own phrase) while she attended her dying grand- 
mother. Since that time she has noted that when- 
ever her attention is diverted from him for any 
length of time he develops an exacerbation of his 
skin lesions. The last time this happened was two 
months prior to the interview, when she became 
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involved in the care of his younger sister’s frac- 
tured arm. 

In the following case, not only did fortu- 
itous circumstances play a role in the rela- 
tive neglect of the child, but physiological 
stress in the form of a physical illness also 
seemed to be a significant factor in the 
actual precipitation of the skin disorder. 

CasE 18.—This 4-year-old Negro child was the 
third of four siblings. The mother’s marriage 
was a very difficult one, and during her pregnancy 
with the patient she left her husband for a while. 
She returned to him after. several months, however, 
only to have her husband leave her about three 
months before the patient’s rash appeared. This 
was when the patient was 3 years old. The mother 
stated that she usually liked to fondle her children 
and spend a lot of time with them, but, due to the 
disordered condition of her own life at this time, 
she had not been able to hold the patient or spend 
as much time with him as she had with her other 
children. During this period she was away from 
him for many of his waking hours because she 
had to work. Just before the actual onset of the 
skin lesions, however, the child had a severe at- 
tack of tonsillitis. He received penicillin, which 
led to “bumps” on his arms, and after that the 
eczematoid lesions gradually developed and _ per- 
sisted. 


Psychological Test Results 


It is difficult to draw any definite conclu- 
sions from the psychological tests of the 
mothers, in view of the smallness of our 
series. The fact that it was possible to 
obtain the cooperation of only 10 out of 
our 22 mothers for these tests may in itself 
be a corroboration of the high incidence of 
maternal rejection in this group. 

With due regard, therefore, for the inade- 
quacy of our sampling, it is of interest to 
note the uniformity of the findings on these 
mothers. Without exception, their tests re- 
vealed them to be persons of considerable 
emotional immaturity, who felt personally 
frustrated in their self-expressive needs and 
who showed overt or repressed hostility to 
their husbands. Although overt anxiety 
was absent, there were evidences of inner 
tensions and rigidity. Their chief defense 
against the break-through of their anxieties 
appeared to be a kind of “passive, intellec- 
tualized indifference to both their situation 
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and their own troublesome feelings of in- 
adequacy.” 

Of the 10 mothers in this series, 5 were 
in the group who had been fortuitously 
separated from their children and 5 in the 
group which we considered rejecting of 
their children. It is significant that 63% 
of the mothers in the first group cooperated 
to the extent of submitting to these projec- 
tive tests, while only 38% of the second 
group were this cooperative. 


Comment 


Our case material clearly corroborates 
the findings of other observers that disturb- 
ances in the mother-child relationship, par- 
ticularly separation or rejection, play a 
significant role in the genesis of neuroder- 
matitis in infants and young children. Our 
findings differ from those of other ob- 
servers, however, in that we do not find that 
maternal rejection is inevitably present in 
these children. In slightly more than one- 
third of otir cases, the “separation” of the 
mother from the child or the relative neglect 
of the child seemed to be the result not 
of maternal rejection but of fortuitous cir- 
cumstances, such as the mother’s having to 
go to work or illness in some other member 
of the family, or illness on the part of the 
mother herself. 

In these instances the interplay of social 
and economic factors was often noteworthy. 
In a number of cases, poverty played a 
significant role in the neglect of the child, 
as when economic stress forced a mother 
to go to work. In others, it was a contribu- 
tory factor in the chain of circumstances 
leading to maternal rejection, as in the 
several cases of illegitimate birth. Even 
such sociological factors as racial prejudice 
could be seen to be operative in some in- 
stances, as in Case 11, when a child was 
rejected partly because its skin was darker 
than that of other members of the family. 

Another noteworthy finding was the fre- 
quent existence of overt marital friction in 
the family. This was present in 11 of the 
22 cases, and was an important factor in 
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the disturbed mother-child relationship. In 
seven of the cases it was a factor in the 
mother’s rejection of the child, and in four 
it played an important role in the mother’s 
not being able to give the child as much 
care and fondling as it may have needed. 
It is additionally significant in this regaid 
that even in cases where the clinical inter- 
view had disclosed no evidence of overt 
marital difficulties, the projective psycho- 
logical studies revealed clear evidence of 
repressed hostility to the husbands. 

By what mechanisms, however, do these 
disturbances result in cutaneous lesions? 
Various theories have been advanced as 
explanations.t Spitz® has suggested that 
one of the consequences of maternal hos- 
tility was that such mothers often avoided 
handling their babies and that “therefore 
the infant’s libidinal and aggressive drives 
which normally: would be discharged (cu- 
taneously) in the course of handling by the 
mother remain undischarged,” but 
eventually find discharge in the form of the 
pathological skin reaction. Rosenthal ® of- 
fers the hypothesis that ali infants in our 
culture are subjected to certain inevitable 
painful or unpleasant skin experiences 
(moisture, soap, irritation from towels and 
clothes, etc.), but that normally such ex- 
periences are counterbalanced by soothing, 
pleasant ones derived from maternal fon- 
dling and caressing. He suggests that when 
such counterbalancing stimuli are lacking 
due to maternal separation or rejection, the 
child develops a hyperalgesic-pruritic state 
of its skin, designed to insulate its skin 
against painful or noxious stimuli, so that 
the eczematoid and ultimately neuroderma- 
titic skin condition might be conceived of 
as a purposeful adaptive process which went 
v-rong. Kepecs, Robin, and Brunner,!® in 
a series of ingenious experiments demon- 
strating a “relation between weeping and 


+ For a more exhaustive summary of the theories 
concerning the genesis of neurodermatitis, as well 
as a comprehensive review of the literature, see 
Obermayer, M. E.: Psychocutaneous Medicine, 


Springfield, Ill, Charles C Thomas, Publisher, 


1955, pp. 202-252. 


changes in exudation rate in an artifact in 
the skin,” raise the possibility that, inas- 
much as the “thickening of the skin in 
atopic dermatitis is (due to) edema in the 
cutis and infiltrate about the blood-vessels 

. such edemas may result from an in- 
creased passage of fluid into the skin as a 
result of a change in the emotional state of 
the individual.” They suggest that “the 
emotional state of which weeping is a highly 
visible expression, is not limited in its 
effects to the lacrimal glands, but also finds 
expression in other parts of the body, in- 
cluding the skin.” 

It seems to the present authors that any 
effort to explain the genesis of neuroderma- 
titis must take into consideration the fact 
that although most infants with neuroderma- 
titis may show evidences of rejection or 
neglect, not all infants who are neglected 
or inadequately fondled develop neuroder- 
matitis. One cannot ignore the importance 
of the hereditary factor in these patients. 
In 19 out of our 22 cases, we obtained a 
history, not merely of allergic reactions in 
other members of the family, but’ specific- 
ally of similar cutaneous disorders. The 
most striking example of this was Case 16, 
in which no less than 17 cousins, uncles, 
and aunts, all on the maternal side, suffered 
from asthma and from skin disorders 
strongly suggestive of neurodermatitis! In 
this connection it is of interest to note that 
Deutsch '! states that skin transudation of 
greater than normal degree is a gene-linked, 
dominant factor. 

While recognizing the importance of the 
hereditary . factor in~ neurodermatitis, we 
wish to make clear, however, that we do 
not minimize or ignore the psychodynamic 
significance of the fact that parents whose 
relatives have suffered from such skin dis- 
orders, or who themselves have, must inevi- 
tably have a quantitatively and qualitatively 
different reaction to skin disorders in their 
children. Most children are apt to have 
skin rashes of one kind or another during 
their infancy. One cannot help speculating 
on whether the appearance of a skin rash 
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in children of mothers who have been psy- 
chologically sensitized by the existence of 
serious skin disorders. in themselves or other 
members of their family, might not in itself 
be an additional factor in provoking a path- 
ogenic emotional interchange between 
mother and child. Several of our cases 
seemed to indicate this. 

The close association of neurodermatitis 
with hay fever and asthma and the presence 
of demonstrable, circulating antibody 
reagins, suggest, furthermore, that one is 
dealing in these cases not merely with a 
cutaneous reaction, but with a more gen- 
eralized physiological disorder. The ten- 
dency to explain this reaction in terms of 
such teleological analogies as “weeping into 
the skin” is an inviting but questionable 
one. As Alexander }? has pointed out, this 
kind of hysterical conversion of an idea 
or emotion into a physiological reaction 
takes place only in areas served by the vol- 
untary nervous system, but ut in areas 
under autonomic control. It seems more 
likely, therefore, that in the atopic disorders 
we are dealing with a specific kind of 
reaction to stress which takes place only 
in hereditarily predisposed persons. 

It is our conviction that these conditions 
fall into the broad grouping described by 
Selye }* as “disorders of adaptation,” the 
adaptive reaction in these instances leading 
to a state of hypersensitivity in which 
“allergic” responses can be triggered off 
either by emotional stress, physiological 
stress, or the presence of certain allergens. 
The controversy as to whether the atopic 
diseases are either allergic or psychogenic 
in origin, therefore, becomes a meaningless 
one. As in many other diseases of adapta- 
tion, we are in all likelihood dealing here 
with a multifactorial disorder, in which 
hereditary, psychological, physiological, and 
sociological factors are all operative. 

Another aspect of this problem which our 
study highlights, we believe, is the question- 
able value of attributing an etiological sig- 
nificance to certain types of personality 
“profiles” in neurodermatitis. Psychoana- 


604 


A, M. A. ARCHIVES OF DERMATOLOGY 


lytic studies of adult patients with this 
disorder { have often implicated sadomaso- 
chistic, narcissistic, and exhibitionistic 
trends in these patients as having a specific 
correlation to their skin symptomatology. 
We do not question the existence of such 
psychodynamic patterns in adult patients 
with neuroderratitis. We do, however, 
question the validity of attributing any etio- 
logical significance to them. We have seen 
that the neurodermatitic syndrome in many, 
if not most instances, originates at a period 
of infancy in which such trends caunot be 
said to be operative. It is logical to con- 
clude that the psychological trends described 
in adult patients with dermatitis are conse- 
quences of the disorder rather than precon- 
ditions for it. It would seem inevitable that 
persons growing up with such chronic and 
disfiguring lesions would become more than 
averagely sensitive about their appearance 
and “narcissistically” concerned with them- 
selves. The existence of these irritative 
lesions acts as a stimulus to sadomasochistic 
tendencies which become secondarily inter- 
twined with the symptom-complex and lead 
to a “vicious cycle” reaction that tends to 
become self-perpetuating. In our case ma- 
terial we saw evidences of such trends “in 
statu nascendi”—of young children becom- 
ing shy, self-conscious, and preoccupied 
with their appearance and of unconsciously 
using the scratching and excoriating of their 
skin as a way of expressing hostility to 
the mother and of masochistically control- 
ling or punishing her. 


Summary 


A study of the mother-child relationship 
in 22 young children with neurodermatitis 
revealed that neglect of the child in the 
form of separation of the mother from 
the child or too rough or insufficient han- 
dling of the child was present in all of the 
cases. In 13 of the patients, maternal rejec- 
tion was either consciously or unconsciously 
manifested. In nine, the neglect of the child 
or separation from the mother appeared 


t References 14-17. 
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to be due, not to maternal rejection, but to 
fortuitous circumstances, such as_ the 
mother’s having to work or illness in either 
the mother or some other member of the 
family. 

Projective psychological studies in 10 of 
the mothers revealed that they were all 
emotionally immature women, consciously 
or unconsciously hostile to their husbands, 
and frustrated in their self-expressive 
needs. 

The theory is advanced that neuroderma- 
titis is a disorder of adaptation—a reaction 
to stress—in which hereditary, psychologi- 
cal, and physiological factors are all opera- 
tive. 
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HUNT 


In recent experimental investigations * 
the feet of human volunteers deliberately 
were subjected to massive exposures to 
pathogenic fungi (Trichophyton mentagro- 
phytes, T. rubrum, and Epidermophyton 
floccosum). It may be recalled here that 
in these investigations, despite such over- 
whelming exposures, we were unable to 
produce clinical fungous disease of the feet 
in subjects with mycologically and clinically 
healthy feet, and that no change in the 
character or intensity of the eruption oc- 
curred in subjects with fungous disease of 
the feet +} who were exposed to a different 
species of fungi from that causing their 
disease. 

Even though the deliberate exposures to 
fungi did not produce clinical changes, they 
appeared to be adequate to produce at least 


Submitted for publication March 2, 1956. 
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* References 1 and 2. 

+ Elsewhere*“ we have pointed out that it is 
desirable to distinguish between “asymptomatic 


fungous infection,” i.e., the presence of fungi on . 


the feet without visible pathologic changes, and 
“fungous disease,” where fungi are found on the 
feet in lesions of the acute, subacute, or chronic 
variety. 
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temporary establishment of the fungi on 
the feet of some of the volunteers, as sug- 
gested by positive microscopic fungous 
examinations in 56% of previously fungus- 
free feet, and as shown by recovery by 
cultural methods of the species of fungi 
used in the experimental exposures in 1.5% 
of previously fungus-free feet and in 20% 
of previously “naturally” infected feet.? 
These same experimental investigations af- 
forded us an opportunity to study the effects 
of massive fungous exposures on the tricho- 
phytin response of these volunteers and of 
a control group of subjects who were not 
deliberafely exposed. It is these immuno- 
logic observations on which we want to 
report in this paper. 


Experimental Study 
Human Volunteers 


Trichophytin tests were performed on 115 sub- 
jects, most of whom belonged to the 18-to-35-year 
age group, and whose ages ranged from 18 to 60 
years. These 115 subjects had been selected on the 
basis of having either a negative immediate urti- 
carial response to trichophytin, or a negative de- 
layed 48-hour response, or both. 

Seventy-two subjects were deliberately fungus- 
exposed. Several days to two weeks after they 
had been tested with trichophytin (first test 
series) their feet were immersed in fungus-con- 
taminated foot-bath water.t Six or more weeks 
after this deliberate exposure to fungi they were 
retested with trichophytin in an identical manner 
(repeat test series). 

Forty-three control subjects were not deliberately 
exposed to pathogenic fungi. They were tested 
with trichophytin (first test series). Six or more 
weeks later, but without having had deliberate 
exposure to fungi during the interim, they were 
retested with trichophytin (repeat test series). 


t References 1 and 2. 
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TRICHOPHYTIN REACTION 


Materials 


The two skin test materials used in our study 
were obtained from Professor Miescher’s Derma- 
tologic University Department in Ziirich (Switz- 
erland).§ One extract, hereafter referred to as 
“trichophytin,” is prepared in a standard manner 
according to the method of Bruno Bloch from a 
strain of Achorion quinckeanum which. has_ been 
used since 1917. for making trichophytin. The 
pathogenicity of this strain has been maintained by 
passing it through mice at intervals of three 
months. The other extract, hereafter referred to 
as “control extract,” is prepared in an identical 
manner, except that no fungi are inoculated in the 
culture medium. For use in skin testing we diluted 
each extract 1 to 30 with 0.9% saline containing 
0.5% phenol. 


Method 


The tests for the delayed 48-hour type response 
were done as follows: 0.1 ml. of trichophytin was 
injected intracutaneously in the upper flexor aspect 
of the right forearm. Similarly 0.1 ml. of the 
control extract was injected into a symmetrically 
situated site on the left forearm. Readings were 


made at 24 and 48 hours. 


§ Dr. Hans Storck obtained the extracts and 
supplied information regarding their preparation. 


The tests for the immediate urticarial response 
were done as follows: 0.01 ml. of trichophytin was 
injected intracutaneously in the lower flexor aspect 
of the right forearm. Similarly 0.01 ml. of control 
extract was injected into a symmetrically situated 
site in the left forearm. Readings were made at 
15 minutes. 

Reactions were read as negative, doubtful, or 
positive. Doubtful reactions were those which had 
a diameter of 0.5 cm. or less. In instances where 
the control test was doubtful or positive, the tri- 
chophytin reaction was considered positive only if 
its diameter was at least 0.5 cm. larger than the 
reaction at the control site. 


Results 

The results are summarized in Tables 
1 to 3. 

Of 63 fungus-exposed subjects who had 
had a negative immediate reaction in the 
first test series, 8 (12.7%) had a positive 
immediate reaction in the repeat test series. 
In comparison, of 40 control subjects, 1 
(2.5%) had a positive immediate reaction 
(Table 1). 

Of 47 fungus-exposed subjects who had 
had a negative delayed reaction in the first 


TABLE 1.—Development of Immediate Trichophytin Reaction in Subjects with 
Previously Negative Immediate Trichophytin Response. 

















Immediate Reaction at Repeat Trichophytin Test 
No. 
Subjects Positive Doubtful Negative 
Fungus-exposed group 63 8 (12.7%) 5 ( 7.9%) 50 (79.4%) 
Nonexposed group 40 1 ( 2.5%) 5 (12.5%) 34 (85.0%) 




















TABLE 2,—Development of Delayed Trichophytin Reaction in Subjects with 


Previously Negative Delayed Trichophytin Response 

















Delayed Reaction at Repeat Trichophytin Test 
No. 
Subjects Positive Doubtful Negative 
Fungus-exposed group 47 19 (40.4%) 4 (8.5%) 24 (51.1%) 
Nonexposed group 18 4 (22.2%) 1 ( 5.6%) 13 (72.2%) 




















TaBLe 3.—Development of Immediate and/or Delayed Trichophytin Sensitivity in 


Previously Nonsensitive Subjects (No Immediate or Delayed 
Response in First Series of Tests) 

















Reaction at Repeat Trichophytin Test 
No. 
Subjects Positive Doubtful Negative 
Fungus-exposed group 38 W (52.6%) 3 (7.9%) 15 (39.5%) 
Nonexposed group 15 3 (20.0%) 1 ( 6.6%) 11 (73.4%) 
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test series, 19 (40.4%) had a positive de- 
layed reaction in the repeat test series. In 
comparison, of 18 control subjects, 4 
(22.2%) had a positive delayed reaction 
on retesting (Table 2). 

Considering immediate and delayed reac- 
tions together, Table 3 indicates that of 38 
fungus-exposed subjects who had had nega- 
tive reactions in both tests in the first test 
series, 20 (52.6%) had developed positive 
immediate or delayed reactions or both. 
In comparison, of 15 control subjects, only 
3 (20%) had developed positive reactions 
in one or both of these tests in the repeat 
test series (Table 3). 


Comment 


These data suggest that deliberate expo- 
sures of volunteers to fungus-contaminated 
foot baths || were capable of producing or 

|| References 1 and 2. 
materially increasing those immunologic 
alterations which express themselves in 
cutaneous trichophytin sensitivity in many 
of the volunteers who previously had been 
completely or relatively insensitive to this 
material. If these changes in trichophytin 
sensitivity were due to the fungus exposures 
it is the more remarkable since these same 
exposures were incapable of causing the 
development of clinically discernible fun- 
gous disease of the feet in any of the sub- 
jects. 

The possibility exists, of course, /that 
not all of the reactions on retests were at- 
tributable to a newly created trichophytin 
sensitivity but that at least some of our 
volunteers previously may have acquired 
an immediate or delayed sensitivity to 
trichophytin, but that this sensitivity had 
been dormant or almost dormant and now 
had been reawakened. Such an anamnestic 
response could have been due either to the 
deliberate exposure to fungi or to the first 
series of trichophytin skin tests themselves. 
This explanation must be considered espe- 
cially because, as our figures show, several 
of the control subjects, who had not been 
deliberately exposed to fungi, in the repeat 
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test series also showed trichophytin sensi- 
tivity not previously demonstrable. Another 
potential explanation for the development 
of positive trichophytin reactions in the 
nonexposed control subjects is that they had 
had natural exposures during the interval 
between the first and second test series. 

A fact which. also must be kept in mind 
is that sensitivity to trichophytin in human 
beings might fluctuate from time to time, 
owing to a variety of circumstances. If 
this were the explanation for the changes 
in trichophytin sensitivity found by us, one 
would have expected that approximately 
equal proportions of exposed and not ex- 
posed subjects would have shown a de- 
crease and an increase in trichophytin 
sensitivity. No significant decrease in tri- 
chophytin sensitivity, however, was ob- 
served among our volunteers. 

The question arises whether it is possible 
that exposure to trichophytin itself in the 
skin tests might not have engendered spe- 
cific allergic sensitivity to trichophytin. 
This possibility perhaps cannot be ruled out 
entirely although it is generally thought that 
exposure to living dermatophytes is neces- 
sary for the induction of trichophytin 
sensitivity. 

In 1937 Lewis, Sulzberger, and Wise * 
reported on several instances of unusual 
developments of trichophytin sensitivity. In 
6 of over 400 subjects the delayed reaction 
to trichophytin had been negative at 48 
hours, but flare-up reactions became visible 
after seven days. We have observed a sim- 
ilar phenomenon in 4 of 161 subjects in 
whom a delayed reaction was noted 96 hours 
to two weeks after injection of trichophy- 
tin. Of the three subjects who were avail- 
able for retesting six weeks later, two now 
had a response at 48 hours. This would 
indicate either reawakening of a previously 
acquired, dormant trichophytin sensitivity 
or sensitization to trichophytin due to ex- 
posure to trichophytin itself. The third 
subject still was negative at 48 hours and 
unfortunately could not be reexamined 
subsequently. 
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An interesting phenomenon was the ap- 
pearance of a positive immediate type reac- 
tion in the repeat test in eight subjects who 
had had a negative immediate but a positive 
delayed type reaction in the first test series ; 
or a positive delayed type reaction in the 


repeat tests in subjects who had had a 


negative delayed but a positive immediate 
reaction in the first tests. It has been known 
for many years that some persons acquire 
a delayed, others an immediate, and still 
others both an immediate and a delayed re- 
action to trichophytin after adequate expo- 
sures to living dermatophytes. Is it partly 
or wholly individual susceptibility which 
determines the type of sensitization engen- 
dered? Or does the allergenic formula of 
the particular strain or species of fungi play 
a role? While the reasons for these differ- 
ences are poorly understood at present, it is 
known that Trichophyton rubrum has a 
greater tendency to engender the immediate 
type of sensitivity than the other common 
dermatophytes,® a fact which must be attrib- 
uted to the allergenic formula of this spe- 
cies. In this connection it is of interest that 
Cole and Favour‘ recently have shown that 
urticarial and anaphylactic sensitivity to 
tuberculin, on the one hand, and delayed 
sensitivity, on the other, are elicited by 
different fractions in tuberculin and are 
mediated by different antibodies contained 
in different guinea-pig plasma fractions. 


Summary 


Skin tests with trichophytin were done 
before and after deliberate massive expo- 
sures of the feet to dermatophytes in 72 
human volunteers. The interval between the 
first and repeat series of trichophytin tests 
was a minimum of six weeks. The same 
skin tests for control purposes were carried 
out at the same intervals, but without inter- 
vening fungus exposures, in 43 additional 
human volunteers. 

Of 63 subjects: who had had. a negative 
immediate urticarial reaction and: who were 
deliberately exposed to dermatophytes, 8 
(12.7%) had developed a positive immedi- 


ate reaction in the repeat tests. Of 40 
control subjects with a previously negative 
immediate reaction, 1 (2.5%) had developed 
a positive immediate reaction in the repeat 
tests. 

Of 47 subjects who had had a negative 
delayed 48-hour type reaction and who were 
deliberately exposed to dermatophytes, 19 
(40.4%) had developed a positive delayed 
reaction in the repeat tests. Of 18 control 
subjects with a previously negative delayed 
reaction, 4 (22.2%) had developed a de- 
layed reaction in the repeat tests. 

Considering immediate and delayed re- 
actions to trichophytin together; of 38 sub- 
jects who had had negative reactions in 
both tests before exposure and who were 
deliberately exposed to dermatophytes, 20 
(52.6%) had developed positive immediate 
or delayed reactions or both as compared 
with 3 (20%) of 15 control subjects. 

These results suggest that the massive 
deliberate fungus exposures were capable of 
producing or reawakening trichophytin 
sensitivity in many of the volunteers, de- 
spite the fact that these same exposures 
did not engender clinically discernible fun- 
gous disease in any of the experimental 
subjects. The possibility is discussed, how- 
ever, that other mechanisms might account 
for the changes in trichophytin reactions 
observed in these tests. 
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Shielding of Shin Against Koentgen 


Radiation 


An Accurate Method of Making Lead Foil Cutouts 


MARC ALLEN WEINER, M.D., Washington, D. C. 





In dermatologic roentgen therapy it is 
routine procedure to shield the normal skin. 
On large areas this is easily accomplished 
by the use of lead foil and lead rubber 
sheets, and by means of variously sized 
cones. 

When the lesions to be treated, however, 
are small and solitary, and particularly 
when large roentgen-ray dosage is required 
(either in one exposure or serially), then 
these lesions must be screened closely and 
accurately. Examples of such lesions are 
keloids, verrucae, synovial cysts, angiomas, 
and malignant neoplasms. 

After several frustrating experiences in 
attempting to shape accurate shields for 
keloids, a search was made through text- 
books and journals for the description of 
such a procedure. The only papers dealing 
with shielding of the skin are those describ- 
. ing moldable materials as substitutes for 
sheet lead. Merritt,! in 1937, described a 
plastic lead. (This was soon abandoned be- 
cause the material was sticky, greasy, picked 
up dirt, lost its flexibility, and required a 
thick layer for adequate protection.*) Kal- 
deck,? in 1949, described a lead-containing 
clay. Wilson, in 1950, described a heavy 
bismuth putty. 

I cannot presume to pass judgment on 
these methods as I have never tried them. 
I do know, however, that many (probably 
most) therapists prefer, and still use, the 
conventional 1 mm. thick lead foil. 
~ Accepted for publication March 14, 1956. 

* McPeak, E., of radiology group of Groover, 


Christie, and Merritt, Washington, D. C.: Per- 
sonal communication to the author. 
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Certainly, some sort of accurate method 
of making lead foil cutouts is employed, but 
it must be the kind of information that 
is passed on by word of mouth, because no 
such method is to be found in the scientific 
literature. 

Inquiry among my colleagues revealed 
that many of them merely punch a hole 
through lead foil and shape the aperture “by 
eye” until it conforms to the shape of the 
lesion. This is adequate for round, regular 
lesions. Some men pile one cutout above 
another until the final aperture is of the 
desired configuration. Some use waxed 
paper, tissue paper, or cellophane to trace 
the outline of the lesion and transfer the 
pattern to lead. The lattermost method is 
essentially the one herein described. 

The tracing material which I use is trans- 
parent plastic sheeting, similar to washed 
x-ray film, but clearer. Technically, it is 
called “acetate sheet, clear, .0075 thick- 
ness,” and it may be obtained at commercial 
art supply stores. This is a more rigid, 
hence more easily traceable, material than 
waxed paper, tissue paper, or cellophane, 
anu is more transparent than the first two. 

Admittedly, this exposition is no earth- 
shattering contribution to roentgen therapy, 
but it is my feeling that the neophyte in 
dermatology, and even established prac- 
titioners who desire a more accurate method 
of making lead cutouts than they currently 
employ, might profit from a published ac- 
count such as this. 


Procedure 


1. The borders of the lesion are outlined with 
ink. If a margin of normal skin is desired, a 
secondary outline in ink is made at the proper 
distance from the lesion. 
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Illlustrating method of shielding normal skin with foil cutout. A, borders of lesion are 
outlined with ink, on the skin; B, outline is traced with ink on a sheet of plastic film; C, 
pattern is cut out of plastic film; D, window in the plastic film is traced on lead foil with the 
point of a pin; E, pattern is cut out of the lead foil; F, completed lead cutout is fixed in 
position. 


2. A piece of plastic film is placed over the 
lesion, and the pattern of the lesion (or secondary 
line) is traced on the film with ink. 

3. The pattern is cut out of the film with sharp- 
pointed scissors. 

4. The plastic film with the cut-out window 
is placed on a square of lead foil of sufficient 
size to accommodate the cone it is planned to use, 


and- the window is outlined on the lead with the 
point of a pin. 

5. The pin-scratched outliné on the lead foil is 
deepened with a No. 15 scalpel blade until the 
blade can be pushed through at one point. The 
blade is then run along the prepared groove 
until the central pattern is cut out. The latter 
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is discarded, and the square of lead foil with 
the window is retained. 

6. The lead shield is placed over the lesion 
to test for conformance of outline. Minor ir- 
regularities can be corrected with a scalpel. The 
cut margins of the lead foil are then leveled off 
with the handle of the scalpel to prevent pricking 
of the skin by lead spicules, and the square 
corners of the shield are rounded with scissors. 

7. To assure immobility of the shield, apply a 
thin layer of Johnson & Johnson Duo Liquid 
Adhesive or similar material on the skin around 
the lesion and on the undersurface of the shield. 
Allow the adhesive to dry a minute, and press the 
shield accurately into place. The shield is further 
fixed by strips of adhesive tape. The roentgen 
irradiation is then administered. 


A. M. A. ARCHIVES OF DERMATOLOGY 


: Summary 

A method of making accurate lead foil 
cutouts for close shielding of cutaneous 
lesions is described. A plastic sheeting is 
employed to outline the pattern of the 
lesion, which pattern is then transferred to 
lead foil. 

915-19th St. N. W. (6). 
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HVE FERAL ESTELLE 


JAMES N. HYDE 


James N. Hype (1840-1910) was the first Pro- 4 
fessor of Dermatology at Rush Medical College. 
The first edition of his “Diseases of the Skin” 
appeared in 1883; the eighth and last edition in 
1909. It is the parent book of the one now authored 
by Ormsby and’ Montgomery. He was the first 
to describe synovial lesions of the skin. He sug- 
gested the name prurigo nodularis. He was a 
pioneer dermatologist in the Midwest, and served 
twice as president of the American Dermatological 
Association. 
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Dh claus Hydrocortisone a tecele 
aul Pridritsolone iets 


Their Use in Acute Severe Dermatological Conditions 


ROBERT H. PRESTON, M.D. 
and 
RICHARD FLATT, M.D., Cincinnati 





Intravenous corticotropin has been of 
value in the immediate treatment of acute 
and severe dermatological conditions. The 
chief disadvantage was the drip technique 
and consequent hospitalization of the pa- 
tient.* Intravenous hydrocortisone was 
next used by us, especially for acute lupus 
erythematosus in crisis and in Waterhouse- 


_ Friderichsen syndrome. This corticosteroid 


in alcohol also required a slow intravenous 
drip. 

With the development of the new soluble 
hemisuccinate compounds of hydrocortisone 
and its analogue, prednisolone, attention was 
again directed to the use of these for the 
rapid and intensive therapy of acute and 


Submitted for publication March 5, 1956. 

From The Department of Dermatology of the 
College of Medicine of The University of Cin- 
cinnati. | Hydrocortisone hemisuccinate and 
prednisolone hemisuccinate furnished by The 
Upjohn Company and by Merck and Company, 
Inc. 


severe dermatological conditions. Moreover, 
the small volume of prepared solutions, 
1-2 cc., allowed the use of this in ambulatory 
patients, and hospitalization was not neces- 
sary. 

A group of 10 cases were so studied. The 
dosage varied. The hydrocortisone hemisuc- 
cinate varied from 50 mg. twice a day to 
50 mg. three times a day. Several cases 
were kept on this routine for days, chiefly 
to observe the effects of such therapy. 

In general, it was felt that in these con- 
ditions the patient could be started on in- 
travenous corticosteroid therapy for an 
initial intensivé effect, and then, maintained 
on oral corticosteroid therapy for acute dis- 
seminated lupus erythematosus in crisis, se- 
vere drug allergy, especially of the major 
type with bullae and hemorrhages, acute 
severe contact dermatitis, urticaria, and 
severe angioedema. In addition, severe sep- 
sis associated with toxemia and shock may be 
additional indications, if these are found in 
dermatological conditions. 

We prefer the prednisolone hemisuccinate 
now because of the lower effective dosage 
and the lessened electrolyte disturbances. 


Effects of Intravenous Therapy with Prednisolone Hemisucvinate and 
Hydrocortisone Hemisuccinate 





x= 














Cases Dosage No.Injections Results 
Drug eruption(3) 16-33 mg. (P.H.)b.i.d 3 Rapid ae 
oe 50 mg. (H.H.)b.i.d. 10 Roped voupoves 
50 mg. (H.H.)q.d. 2 Rapid response 
Senile pruritus(2) 16 mg. (P.H.)b.i.d. 4 Rapi 
aie ' 16-33 mg. (P.H.)b.i.d. 4 Rapid poe ne 
Acute contact dermatitis (2) 16 mg. (P.H.)b.i.d. 10 Rapid 
50 mg. (H.H.)b..d. 10 Thapid renpeues 
Pyoderma gangrenosum 11.1 mg. (P:HE.}b.i.d. . 60 Rapid response 
Acute disseminated lupuserythe- | 50mg. (H.H.)t.i.d.-- 60 No response 
Generalized neurodermatitis 33 mg. (P.H.)q.d. 2 Rapid response 














* P.H. (prednisolone hemisuccinate); H.H. (hydrocortisone hemisuccinate) 
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The usual precautions attendant upon any 
form of intensive corticosteroid therapy 
apply also to these intravenous hemisuc- 
cinate compounds. 
Conclusions 

Intravenous hydrocortisone hemisuccinate 
and prednisolone hemisuccinate have been 
found to be of value for initial intensive 
corticosteroid therapy in acute severe der- 
matological conditions. This material may 
be given as initial ambulatory therapy and 
followed by maintained oral therapy. Intra- 


614 


A. M. A. ARCHIVES OF DERMATOLOGY 


venous prednisolone hemisuccinate is pre- 
ferred at present. 
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SD ormakecision with Kasps 


DOUGLAS TORRE, M.D., New York 





Dermal abrasion for the treatment of 
postacne scarring and of rhinophyma is now 
being widely practiced by dermatologists. 
Most dermatologists use the revolving wire- 
brush technique with refrigeration analgesia 
as an office procedure. To a, large extent 
this has superseded the sandpaper method, 
which was often carried out as a hospital 
procedure with general anesthesia. The pur- 
pose of this article is to present a simplified 
abrasive technique using rasps. The prin- 
ciples of abrasion therapy and its historical 
background have been well covered in re- 
cent articles.* 


Materials 


Instruments are simple and inexpensive rasps. 
The principal ones are forged steel sculpture tools 


Submitted for publication March 20, 1956. 

From the Department of Medicine (Derma- 
tology), The New York Hospital and Cornell 
University Medical College. 

* References 1 to 4. 


having a central handle with variously shaped 
toothed working surfaces at the ends. They are 
available at most sculpture supply houses. More 
recently a stainless steel semicylindrical rasp with 
a plastic handle was added for the preliminary 
phase of the abrasion. This is marketed as a “corn 
and callus” instrument under the trade name 
“Pedicor” and distributed through notion stores. 
(Instruments are shown in the accompanying 
illustration. ) 


Technique 


1. Premedication with secobarbital sodium (%4 
to 1% grain [50 to 100 mg.]) 45 minutes in ad- 
vance may be helpful to allay apprehension and 
lessen chance of a procaine type reaction. 

2. The area to be abraded is prepared with benz- 
alkonium 0.1% aqueous solution. 

3. Procaine or lidocaine hydrochloride 2% 
aqueous solution) is injected into the site to be 
abraded. 

4. The area is abraded with the rasps using 
crisscross and circular motion. Proper depth can 
easily be determined by appearance of the field. 
A sufficiently abraded area will. show an even 
bleeding pattern. Scar tissue remains as an avas- 
cular white area in the field. Very deep or linear 
scars may require surgical excision with suturing 
or scarification with a scalpel. 





si 


1.—“Pedicor” semicylindrical rasp (Unimart, 108 E. 16th St., New York). 


2.—Sculpture tool No. 218 (Alexander’s Sculptural Supply, 209 E. 39th St., New York). 
3.—Sculpture tool No. 187 (Alexander’s Sculptural Supply, 209 E. 39th St., New York). 
4—Sculpture tool No. R21 (Sculpture House, 304 W. 42d St., New York). 
5.—Sculpture tool No. K5 (Sculpture Center, 167 E. 69th St., New York). 
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5. Gauze moistened with benzalkonium 0.1% 
aqueous solution is applied to the treated area until 
bleeding stops. 

6. Nonadherent gauze strips are then used. to 
dress the wound. 

7. Whenever the dressing is saturated with 
serum, it may be replaced with a fresh dressing by 
the patient. This may be necessary two to five 
times daily during the first two days. Benzal- 
konium 0.1% aqueous solution is applied to the 
abraded area at each change of dressings. 

8. Within 48 hours crusts form and dressings 
are no longer necessary. Benzalkonium solution is 
applied to the area daily. 

9. Crusts begin to separate in from 5 to 10 
days, depending on the depth of treatment. Loose 
crusts may be removed by gently sponging with 
hexachlorophene (pHisoHex) on a _ moistened 
cotton ball. The sponging is continued daily by 
the patient for two weeks. Hypoallergenic powder 
bases are permitted to cover the residual pink 
color. Exposure to the sun is restricted until the 
normal skin pigmentation returns. 


Comment 


Advantages over the sandpaper method 
are as follows: 

1. Since no particles are lost from the 
surface of the instrument, possibility of 
silicon granuloma is eliminated. 

2. The instrument does not soon clog and 
become useless. 

3. Sterilization is simpler.. Immersion in 
benzalkonium 0.1% aqueous solution with 
an antirust tablet added is sufficient. 

4. The instrument is easier to hold than 
sandpaper and is more versatile in evenly 
abrading irregular surfaces such as those 
about the nose. 

No disadvantages are seen. 

Advantages in comparison with the wire- 
brush technique are the following: 

1. Equipment is simpler and cheaper. 
There are no moving parts. 

2. Refrigerant is not needed. This elim- 
inates the danger of explosion or narcosis, 
as is present in the use of ethyl chloride. 

3. There is no danger of grooving or cut- 
ting the skin as is possible with the wire- 
brush-technique. 

4. There is no danger of sponges being 
caught in the whirling brush. There is no 
splattering of blood on the operator, patient, 
walls, or ceilings. 
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5. Less skill and experience are needed. 

6. The procedure does not require the 
services of an assistant. 

7. The area being abraded can be evalua- 
ted during the abrasion. The tissue is not 
frozen, and, by observing the bleeding pat- 
tern, one can determine the depth of 
abrasion and the presence or absence of 
residual scarring. 

8. The margins can be more gradually 
abraded, leaving no sharp line between the 
abraded and the nonabraded skin. 

The disadvantages are as follows: 

1. It is a much slower procedure than 
wire-brush abrasion and entails more manual 
labor on the part of the operator. . 

2. If large areas are to be done at one 
time, the amount of local anesthetic neces- 
sary becomes excessive. 


Personal Experience 


Twenty-four patients with postacne facial 
scarring and two with rhinophyma were 
treated by the rasp abrasion method. In 
most cases only one or two areas (such 
as both cheeks, or the chin and forehead) 
were abraded at one time. Most areas re- 
ceived only one abrasion. The minority re- 
ceived a second abrasion at intervals of from 
six weeks to six months, 

One patient was treatcd by sandpaper, 
wire-brush, and rasp on different areas. 
Eight patients received abrasive therapy 
with the wire-brush technique and rasp at 
different times. No appreciable difference 
in the end-result was noted. In two in- 
stances deep scars in the abraded area 
were excised immediately after the abrasion, 
and the wounds were sutured with fine 
nylon. 

On eight occasions the wire brush was 
used initially and the rasp was used to even 
out the abraded area and shade off the 
margins. In these instances the rasp abra- 
sion was done without local anesthesia other 
than the partial analgesia remaining in the 
thawing-out period following refrigeration. 

The results of treatment varied from an 
estimated 20% to 75% improvement. No 
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cases became secondarily infected. Three 
cases showed postinflammatory. pigmenta- 
tion which disappeared spontaneously in less 
than three months, and two cases postopera- 
tively developed milia which were removed 
by a pointed scalpel. 


Summary 

A simplified method of dermal abrasion is 
presented. The instruments and technique 
are described. The indications for use of 
this method and the cosmetic results to be 
expected are similar to those for abrasive 
therapy in general. The advantages over use 
of sandpaper are many and no disadvan- 
tages are seen. The method is slower than 
the revolving wire-brush technique and 
more work for the operator, but has the 
advantages of being simpler, cheaper, and 
less subject to mishap. It can also be used 
in conjunction with surgical excision. 


In practice I use both the rasp and the 
wire-brush technique, preferring the wire- 
brush technique when large areas are to 
be done, and the rasp for smaller areas and 
for “finishing off” after using the wire- 
brush technique. 
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Malignant Vi Lnoma 


A Statistical Review of Clinical and Histological Diagnoses 


FRANCIS H. McMULLAN, M.D., Richmond, Va. 
and 
LOUIS F. HUBENER, B.S., M.D., Baltimore 


TABLE 2.—Lesions Diagnosed Histologically as 
Malignant Melanoma 
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| Clinical Diagnosis 





Becker ! reported that of 169 lesions diag- 
nosed as malignant melanoma clinically, only 
43% were confirmed as such microscopic- 
ally. Conversely, of 151 specimens diag- 
nosed microscopically, only 48% were 
so diagnosed clinically. The editors of “The 
Year Book of Dermatology and Syphil- 
ology” (1954-1955 Series) considered 
these statistics highly distressing to those 
interested in the education and training of 
dermatologists. They expressed the hope 
that these figures did not hold true for the 
majority of dermatology departments of 
medical schools in the United States. 

It was felt that a comparable study of 
the material available at the Dermato-Path- 
ology Laboratory of The Johns Hopkins 
University School of Medicine would be of 
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Taste 1.—Lesions Diagnosed Clinically as 
Malignant Melanoma 
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Histological Diagnosis 





Malignant melanoma 
Basal-cell carcinoma 
Seborrheic keratosis 
Blue nevus 
Hemangioma 

Nevus pigmentosus 
Squamous-cell carcinoma 


roma 
Epidermal cyst 
Epidermal nevus 
Foreign-body granuloma 
Juvenile melanoma 
Leuco; 
Myoblastoma 
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Malignant melanoma 
Nevus pigmentosus 
Undiagnosed 

Seborrheic keratosis 
Basal-cell carcinoma 
Senile keratosis 
Squamous-cell carcinoma 
Granuloma pyogenicum 
Blue nevus 

Fibroma 


Total 
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interest in relation to Becker’s report. This 
study is based upon specimens submitted 
from November, 1925, through March, 
1955, for pathological diagnosis. The clin- 
ical diagnoses were. made by dermatologists 
and/or graduate students in dermatology. 
The pathological diagnoses were made by 
Dr. Lloyd W. Ketron. 

Of 115 specimens diagnosed as malignant 
melanoma Clinically, 44 (38%) were verified 
upon histological examination. The histo- 
logical diagnoses of these specimens is given 
in Table 1. Of 87 specimens diagnosed as 
malignant melanoma histologically, 44 
(50%) were so diagnosed clinically. The 
clinical diagnoses of these specimens is given 
in Table 2. 


Comment 


Statistically these figures are comparable 
to Becker’s.1_ We see no reason to believe 
that one group of dermatologists would 
differ from another in this regard, especially 
since one is constantly reminded that all 
tumors, including moles and melanomas, in 
spite of certain clinical characteristics, are 
not diagnosable from a gross standpoint in 
a high percentage of instances. This view is 
shared by those experienced in pathological 
diagnosis and is substantiated by reports 
concerning melanomas and allied tumors.* 


* References 1, 3, 4, and 5. 
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However, dermatologists should be more 
proficient than the nondermatologist in the 
clinical diagnosis of pigmented nevi and 
malignant melanoma. In 1949, Becker * re- 
ported that 80% of the lesions clinically 
diagnosed as nevi by dermatologists were 
proved to be nevi histologically. In 1952, 
Swerdlow,? in.a similar report, based on 
material submitted by nondermatologists, 
stated that only 61% of the lesions diag- 
nosed clinically as nevi were histologically 
nevi. 

Beerman and associates,® in a survey of 
the recent literature concerning pigmented 
nevi and malignant melanoma, enumerate 
the following aids to clinical diagnosis of 
malignant melanoma: (1) increase in pig- 
mentation in a preexisting mole; (2) radial 
extension or peripheral halo of pigmenta- 
tion; (3) increase in size of a mole, either 
above the surface or radially; (4) ulceration 
of a preexisting mole; (5) presence of 
metastatic pigmented lesions; (6) location; 
(7) hemorrhage or serous exudation from 
the mole. One or more, or all of these 
criteria are found clinically in the lesions 
that are listed in both Becker’s and our 
statistics as erroneously diagnosed mela- 
nomas. It is unlikely, in spite of a higher 
order of clinical dermatological acumen, that 
this situation will be altered. 


Summary and Conclusion 


A statistical review of clinical and histo- 
logical diagnoses of malignant melanoma is 
presented. Clinically, malignant melanoma 
cannot be diagnosed with any great degree 
of accuracy, and only a higher index of sus- 
picion coupled with ready resort to micro- 
scopic examination will accurately establish 
the diagnosis. 
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Command 
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As every dermatologist who has been sta- 
tioned in the Far East Command* will 
testify, monilial intertriginous infections in 
military men during the hot, humid summer 
months constitute one of the greatest der- 
matologic problems encountered by Ameri- 
can physicians in this part of the world. 


The Problem 


Upon arrival in Japan during the summer 
of 1953, I was impressed with the large 
number of male military patients being 
treated for skin infections caused by Can- 
dida albicans. Women and civilian men 
were infrequently seen with any evidence 
of a similar eruption. During each of the 
past three summers, between 200 and 300 
soldiers and airmen in the greater Tokyo 
area alone have contracted such an infection. 

Although this report deals primarily with 
patients seen and treated in the Tokyo- 
Yokohama-Zama vicinity, the incidence of 
cutaneous monilial infections is essentially 
the same throughout all three countries 
which comprise the Far East Command. 


Epidemiology 

Approximately 200 American female pa- 
tients are treated each month at Tokyo 
Army Hospital for various types of skin 
disorders, but monilial intertrigo in a woman 
is considered to be a rarity. Similarly, non- 
military American men, who habitually wear 
lightweight civilian clothing during the hot 


Submitted for publication Jan. 18, 1956. 

Consultant in Dermatology to the Chief Sur- 
geon, U. S. Army Forces, Far East and Eighth 
U. S. Army; Chief of Dermatology Service, 
Tokyo Army Hospital. 

* Japan, Korea, and Okinawa. 
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season, are infrequently seen with such an 
eruption. This discrepancy in frequency of 
the same type of skin eruption between 
civilian and military patients suggests the 
possibility that civilians are not usually 
affected because their lightweight clothing 
permits adequate ventilation of the genital 
and axilliary regions, whereas the heavy 
cotton twill summer uniform worn by male 
personnel of the Army and Air Force pre- 
vents proper ventilation of the intertriginous 
areas. This inadequate circulation of air 
results in an elevation of skin temperature, 
increased moisture, and a fertile field for 
the propagation of pathogenic fungi. 

Dr. Kanehiko Kitamura,} Professor of 
Dermatology, University of Tokyo, states 
that intertriginous moniliasis is not a prob- 
lem in the native civilian populace. From 
April through November, 1955, his records 
of positive cultures obtained from four com- 
mon pathogenic fungi are as follows: 


Trichophyton rubrum 101. 
Trichophyton gypseum 27 
Epidermophyton floccosum 10 
Candida albicans 4 


Of the four Japanese patients listed above 
with monilial infections, the eruption was 
confined to the hands or feet in three pa- 
tients, and only one patient had involve- 
ment of the crural area. By comparison, the 
number of positive cultures of the same four 
pathogenic fungi obtained at Tokyo Army 
Hospital during the same period is as fol- 
lows: 


T. rubrum 69 
T. gypseum 12 
E. floccosum 16 
C. albicans 128 


Of the 128 American patients (composed 
almost exclusively of soldiers and airmen) 


+ Kitamura, K.: Personal communication to 


the author. 
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listed above with monilial infections, the 
eruption involved the crural region in the 
great majority of instances. 

The above observations illustrate the 
paucity of monilial intertriginous eruptions 
in .civilians compared with the numerous 
infections seen in military personnel and 
presents the possibility that summer uni- 
forms made ofa lighter weight and more 
porous material might well reduce the inci- 
dence of such infections in military men. 


Diagnosis 
Figure 1 depicts the typical clinical pic- 


Fig. 1.—Typical clinical picture of intertrigo 
caused by C. albicans. 


ture presented by a patient with intertrigo 
caused by C. albicans. The moist erythem- 
atous inner eruption, composed of coalesced 
papules and surrounded by scattered, dis- 
crete, erythematous, oval to circular papules 
(“satellite lesions”), is quite characteristic. 





In fact, it is so characteristic that many 
diagnoses of cutaneous moniliasis have been 
based on clinical impressions without myco- 
logic proof of the causative fungus. This 
has been particularly true in outlying dis- 
pensaries where adequate mycologic facilities 
are not available. 

Figure 2 is a graph of the total number 
of positive cultures of certain pathogenic 
fungi obtained at this hospital during the 
year 1954, and illustrates the preponderance 
of C. albicans over all other fungi. Com- 
parison of this graph with other similar 
graphs compiled at this institution over a 
four-year period reveals no essential dif- 
ference in the annual findings. Cultures of 
Candida during the cool months refer to 
skin scrapings from various parts of the 
body, whereas the sharp rise shown during 
the hot months is almost entirely accounted 
for by intertriginous infections. All cul- 
tures of C. albicans reported were trans- 
planted from Sabouraud’s medium to corn 
meal agar for positive identification of the 
fungus. : 


Previous Treatments 

Cutaneous monilial infections apparently 
differ in their resistance to treatment in 
various parts of the world. Arnold { states 
that monilial intertrigo in Hawaii usually 
responds well to local application of carbol- 
fuchsin solution N.F. (Castellani’s paint) 
within five to six days. Carbol-fuchsin solu- 
tion (Castellani’s paint), however, has been 
of little value for treatment of moniliasis in 
this theater despite its use by dermatologists 
in many installations. 

Hopkins, Weld, and Kesten! reported 
encouraging results in the treatment of 
intertriginous Candida infections with 
polyethylene glycol (Carbowax) sulfur 
ointment. This preparation was used in a 
group of 20 patients in Tokyo, but they 
showed no better response to polyethylene 
glycol-sulfur ointment than to any other 
medication. In addition, the majority of 
the group objected to the greasiness of the 


ft Arnold, H. L., Jr.: Personal communication 
to the author. 
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other pathogenic fungi in cultures 
obtained in 1954. 
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. vehicle when applied to the genital region in 
contrast to medications in lotion form, which 
they tolerated much better. 

Edelson and MHaskin? reported that 
Asterol. (2-dimethylamino-6- [8-diethylami- 
noethoxy]-benzothiazole) dihydrochloride 
was found highly effective in treatment of 
tinea capitis due to Microsporum audouini, 
in moniliasis, and in tinea versicolor. Al- 
though accurate figures are not available, 
treatment with Asterol dihydrochloride was 
discontinued at this hospital after approxi- 
mately 50 patients with intertriginous moni- 
liasis had failed to show any beneficial 
response. 

Sixteen Army dermatologists have been 
stationed in this theater for varying periods 
of time during the past five years. Despite 
their combating the “summer scourge” with 
a wide variety of topical therapeutic agents, 
no consistently effective medication was 
found. 


Methylrosaniline Chloride (1953) 
Most patients with monilial intertrigo can 
be treated on an outpatient status. During 
the summer of 1953, however, 24 patients 
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had such severe eruptions that it was neces- 
sary for them to be hospitalized. The length 
of their hospitalization varied from 8 to 34 
days (average, 23 days). Although numer- 
ous types of soothing and drying medica- 
tions were used, the most commonly used 
regimen of topical therapy consisted of cool 
wet compresses three times daily, followed 
by application of a shake lotion. In addition, 
0.1% to 0.5% aqueous solution of methyl- 
rosaniline chloride (gentian violet) was 
applied to the eruption at bedtime. Many 
patients showed only moderate response to 
treatment and continued to have positive 


cultures until the advent of cool weather, at © 


which time their eruptions cleared spon- 
taneously. 


Aeration Therapy (1954) 

With the beginning of hot weather in 
July, 1954, and the recollection from the 
preceding summer of the prolonged hos- 
pitalization required by some patients, a 
search was made for an improved method of 
therapy. Reasoning that yeasts thrive in 
moist warmth, I constructed a “wind tunnel” 
(Fig. 3) for hospitalized patients. It con- 
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sisted of a metal frame over the bed, covered 
with a sheet for the patient’s privacy, and 
an electric fan placed at the foot of the bed 
to blow a continuous stream of air on the 
genital region. Ballentine * reported use of 
a similar device .as an adjunct to the man- 
agement of pruritus vulvae, although I was 
not aware of his report at the time. Since 
no new medications were available, no 
change was made in the local therapy which 
had been employed previously. 

Twenty-one patients were hospitalized for 
treatment of monilial intertrigo during the 
summer of 1954. The length of their hos- 
pitalization varied from 5 to 16 days (aver- 
age, 11 days), approximately one-half the 
time required prior to introduction of the 
“wind tunnel” as a supplementary part of 
treatment. 


Nystatin Lotion (1955) 


Dr. Thomas H. Sternberg, Consultant in 
Dermatology to the Army Surgeon General, 
visited the Far East Command in May, 
1955. Informed of the problem created by 
monilial intertrigo, he cited reports of 
Hazen, Brown, and Mason § and mentioned 
what he and his co-workers ® had found in 
their experiments with nystatin (Mycosta- 
tin). He suggested it might be of value in 
treatment of cutaneous monilial infections 
which had so successfully resisted all thera- 
peutic modalities devised by dermatologists 


§ References 4, 5, 6, and 7. 





Fig. 3.—“Wind tunnel” 
for aeration therapy of 
intertriginous moniliasis. 


stationed in this theater. A supply of nysta- 
tin ointment was therefore immediately re- 
quested for clinical trial. 

Unfortunately, hot weather—with its ac- 
companying plethora of intertriginous infec- 
tions—arrived unexpectedly early in 1955. 
Realizing weeks would elapse before the 
nystatin ointment: could be delivered, I 
decided to experiment with a small supply 
of nystatin tablets already on hand. 

Three patients with monilial intertrigo 
were given one nystatin tablet (500,000 
units) three times daily by mouth for a 
period of five days. No appreciable im- 
provement was noted in any of the patients, 
and no further attempt was made to admin- 
ister nystatin orally. 

Having discovered the coating on the 
tablets could be dissolved by a brief immer- 
sion in water, I added the powder from 
four crushed tablets to 60 cc. of basic 
lotion,|| making a concentration of 33,333 
units of nystatin per cubic centimeter. This 
lotion, locally referred to as “Mycostatin 
lotion,” was applied three times daily to 
the eruptions of two patients with severe 
intertriginous moniliasis, both of whom had 
been getting progressively worse for three 
weeks despite applications of cool com- 
presses, soothing lotion, and  methyl- 
rosaniline chloride solution. Both patients 


|| Talc U.S.P. 6 gm.; zinc oxide 6 gm; 
glycerin 6 cc.; bentonite magma 12 cc.; water 
q.s., ad 60 cc. 
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showed prompt improvement, manifested by 
relief from pruritus within 24 hours and 
partial clearing of their eruptions within 
four days. 

In view of the good response shown by 
the first two patients treated. with the lotion, 
a larger group was similarly treated. Con- 
sideration was given to increasing the con- 
centration of nystatin in the lotion. 
Because of the large number of patients in 
need of treatment and the limited supply of 
tablets available at the time, it was. decided 
the original concentration should not be 
altered. To prevent loss of potency of 
nystatin in the presence of water, each 
patient was supplied with freshly prepared 
2-0z. (60 cc.) bottles of the lotion and 
instructed to keep it refrigerated. They. 
were advised to apply the lotion to their 
eruptions three times daily, cautioned 
against the use of soap on the affected areas 
of the skin, and instructed to wear light- 
weight clothing during off-duty hours. 

Twenty-five male patients with monilial 
intertrigo were treated as outlined above. 
The results of their treatment are presented 
in Table 1. 

The most notable feature observed in 
patients using nystatin lotion was the rapid 
relief from pruritus, which occurred within 
12 to 24 hours after institution of therapy 
in 23 of the 25 patients treated. All 23 
patients remained asymptomatic thereafter, 
regardless of whether their eruptions cleared 
only partially or completely. 

In the group of 25 patients so treated, 13 
(52%) were considered cured after periods 
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of treatment varying from nine to 21 days 
(average, 15 days); 10 (40%) were con- 
sidered improved after treatment ranging 
from 14 to 35 days (average, 20 days), and 
2 (8%) failed to obtain either subjective 
or objective improvement after 14 days of 
therapy. Four~ patients (16%) who--were 
initially considered: cured-had relapses which 
necessitated a second cotrse of treatment. 
The eruptions of these four patients had 
almost disappeared when cool weather ar- 
rived and the observation period had to be 
discontinued. The four patients were ac- 
cordingly listed with the group who showed 
improvement. 

No intolerance to the medication, aggrava- 
tion of the eruption, or undesirable side 
effects were noted in any of the patients 
treated with nystatin in lotion form. 


Nystatin Ointment (1955) 

A supply of nystatin ointment was re- 
ceived in midsummer and a second group of 
25 male “patients with intertriginous moni- 
liasis was selected for treatment in order to 
compare the efficacy of nystatin ointment 
with that of nystatin lotion. Each patient 
was instructed to apply a thin coating of 
the ointment to his eruption three times 
daily, to abstain from using soap on his 
eruption, and to wear lightweight clothing 
when not required to be in uniform. The 
results of their treatment are presented in 
Table 2. 

In contrast to the rapid relief from pru- 
ritus observed in patients treated with 
nystatin in lotion form, the patients treated 


TABLE 1.—Summary of Results in Twenty-Five Male Patients with Intertriginous 














Moniliasis Treated with Nystatin in Lotion Form 
(33,333 Units per Cubic Centimeter) 
Area of Involvement No. Patients Cured Improved Unimproved 
Crural 8g 4 3 1 
Inguinocrural 12 6 5 1 
Inguinocrural and axillary 2 1 1 
Inguinocrural, perineal and intergluteal gee | 1 
Inguinocrural, perineal, intergluteal, and axillary 2 1 1 ie 
Totals 25 13 10 2 
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TABLE 2.—Summary of Results in Twenty-Five Male Patients with Intertriginous 
Moniliasis Treated with Nystatin Ointment (100,000 Units Per Gram) 

















Area of Involvement No. Patients Cured Improved Unimproved 
Crural 7 3 2 2 
Inguinocrural 12 3 4 5 
Inguinocrural and axillary 2 1 1 
Inguinocrural and perineal 2 1 1 
Inguinocrural, perineal, intergluteal, and axillary 2 Pe 1 1 
Totals 5 “Fe oe “10 

















with nystatin ointment who showed a fa- 
vorable response required a much longer 
period—usually three to five days—before 
their symptoms subsided. 

In the group of 25 patients treated with 
nystatin ointment, 7 (28%) were consid- 
ered cured after periods of treatment rang- 
ing from 7 to 30 days (average, 17 days) ; 
8 (32%) were improved after periods of 
treatment varying from 6 to 35 days (aver- 
age, 32 days), and 10 (40%) were unim- 
proved or made worse after 4 to 8 days of 
therapy. In this last group of 10 patients, 
treatment was discontinued in 4 (16%) 
because of lack of subjective or objective 
improvement, and in the remaining 6 (24% ) 
because of an aggravation of the dermatitis, 
manifested by increased pruritus and ery- 
thema, as well as fissuring of the skin. Two 
other patients (8%) who were thought to 
be cured had relapses after they had been 
completely free of any eruption for two 
weeks and three weeks respectively. A 
second course of therapy was commenced, 
and both patients showed a good response. 
Their treatment was necessarily terminated, 
however, by the advent of cool weather, and 
their cases were accordingly listed with the 
group who showed improvement. 

Nystatin ointment has the distinct advan- 
tage over nystatin suspended in lotion be- 
cause it is stable and does not require 
refrigeration. As had been anticipated from 
past experience in using other medications 
incorporated in ointment bases, however, a 
comparatively high number of treatment 
failures was encountered-in those patients 


using nystatin ointment. This was not con- 
sidered to be due to lack of effectiveness of 
the antifungal substance itself but attribu- 
table entirely to the inability of patients in 
this climate to tolerate an occlusive grease 
applied to an intertriginous eruption which 
was created by excessive heat and moisture. 

Only an estimated one-third of patients 
seen with cutaneous moniliasis could be 
treated with nystatin in either lotion or 
ointment form because of the limited supply 
of medication available at the peak of the 
hot season.. The favorable response shown 
by the first few patients treated made it 
quite apparent that nystatin was superior 
to any treatment used in the past, and, for 
the remainder of the summer, treatment 
with nystatin was reserved only for those 
patients whose eruptions were so severe that 
hospitalization might have been necessary 
if nystatin had not been available. Patients 
who were not treated with nystatin, but 
with older regimen of cool compresses, 
soothing lotion, and methylrosaniline chlo- 
ride showed a very poor comparative re- 
sponse, and many continued to: have a 
persistance of their eruptions throughout the 
summer. 

During the summer of 1955, only six 
patients were admitted for treatment of 
severe monilial intertrigo. The length of 
their hospitalization varied from 5 to 14 
days (average, 10 days). This represented 
a marked reduction in the number of hos- 
pital admissions over the two preceding 
summers, although the average number of 
hospital days required for treatment re- 
mained essentially unchanged. Obviously, 
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this reduction in hospital admissions was 
due entirely to the efficacy of nystatin. 

Treatment with nystatin in lotion and 
ointment form was suspended at the end of 
the summer to prevent observations which 
otherwise could have been more attributable 
to the arrival of cool weather than to the 
success of the medication. 


Summary 


Monilial intertrigo, occurring almost ex- 
clusively in male military patients, is a 
great problem in the Far East Command. 
The most reasonable explanation for this 
sharply seasonal skin eruption appears to 
be the relatively aiz-impervious cotton twill 
summer uniform. Uniforms made of a 
lighter weight and more porous material 
might well reduce the incidence of such in- 
fections. 

Numerous medications employed prior to 
and during the summer of 1953 were of 
little value. 

In 1954, use of a “wind tunnel” as sup- 
plementary treatment reduced length of hos- 
pitalization to approximately one-half the 
time previously required. 

In 1955, 25 patients with intertriginous 
moniliasis were treated with crushed 
nystatin tablets added to a shake lotion. 
This proved to be the most effective form of 
therapy used in this theater to date. 

A similar group of 25 patients was treated 
with nystatin ointment. Many treatment 
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failures were encountered, presumably due 
to intolerance of the greasy base. 

Mycostatin (Squibb) tablets and ointment used 
in this study were supplied by Drs. Harvey Blank 
and Henry A. Strade, Associate Medical Directors 
of the Squibb Institute of Medical Research, New 
Brunswick, N. J. 
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BEATRICE H. KUHN, M.D., Charleston, W. Va. 





Introduction 


The search for an ideal cutaneous fungi- 
cide is not yet ended. Such a preparation 
should possess the following qualities: It 
should be effective in all varieties of fungus 
infections, including onychomycosis and 
tinea capitis ; it should be colorless and odor- 
less, and be equally as effective in the acute 
inflammatory stage as in the hypertrophic 
chronic dry stage. The preparation reported 
on for the first time here, Finaf, while not 


_ possessing all of these qualities, nevertheless 
' represents an advance in this direction. 


Finaf 


This solution was originally compounded 
20 years ago with use of various percentages 
of isopropanol. The present formula is a 
solution of 5.5% salicylic acid and 0.3% 
crystallized cupric sulfate in a base contain- 
ing equal parts of isopropyl alcohol and 
water. Since April, 1955, the addition of a 
trivalent iron salt in trace quantities has 
enhanced its effectiveness, part of which is 
due to the formation of a chelate? which 
acts as a synergist. 

The formula. was devised, improved, and 
originally tested by-J. R. MacMillan.* Its 
first use, extending over a period of 20 
years, was confined to the geographic area 
of its ‘inventor, and there are no accurate 
records. Upon investigation, no reports 
were found of sensitivity to the medication 
and most people’s impressions were very 
favorable. 








Submitted for publication Jan. 5, 1956. 

* Chemical engineer and area supervisor, Carbide 
and Carbon Chemicals Company, South Charleston, 
W. Va., 1927, to retirement, 1955; member Amer- 
ican Chemical Society, American Institute Chem- 
ical Engineers and Chemists Club, New York. 


This report covers 65 patients treated 
with Finaf over a nine-month period. 


Study 


Sixty-five consecutive cases were chosen for 
this study. No patients with an acute inflamma- 
tory or infected dermatomycosis were selected. 
Those cases selected presented variously erythema, 
scaling, vesiculation, lichenification, fissuring, sub- 
ungual hyperkeratoses, thickened, discolored, 
striated nails, and excoriations. The affected areas 
were painted b. i. d., and occasionally after the 
paint dried an ointment was used. The ointment 
chosen was that the patient had already been using, 
without relief, so that the effectiveness of Finaf 
could be accurately determined. Those cases seen 
for the first time and treated with Finaf were 
often put on Finaf therapy alone. 


Results 


The results are summarized in the Table. 
Six, or 9%, of the sixty-five cases, were 
classified as failures. Four of these six re- 
ported a reaction to the medication, one 
severe burning and three a dermatitis venen- 
ata. These reactions could not be verified 
and were not apparent clinically upon exam- 
ination. Ten, or 14%, were classified as 
good. This group comprises those patients 
still under therapy and still improving. 
Forty-nine, or 77%, were classified as ex- 
cellent or cured. 

The treatment period for these three 
groups is interesting. The first, or failure 
group, were under treatment from 0.5 to 
16 weeks with an average of 3.8 weeks. The 
second, or good group, showed a spread of 
1 to 24 weeks, with an average of 7.9 weeks, 
while the last, or excellent group, had a 
spread of 1 to 28 weeks, with an average 
of 4 weeks. 

When these figures are broken down by 
diagnosis, the most outstanding response 
was seen in tinea versicolor. Of the nine 
patients with this disease entity, 100% 
were classified as excellent with an average 
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FINAF—CUTANEOUS FUNGICIDE 


Results of Treaiment of Cutaneous Dermatomycoses with Finaf 











Diagnosis oN, me % Faalures % Good % Excellent 
Dermatomycosis 65* 9% 14% 77% 
Tinea pedis 28 6% 11% 83% 
Tinea manus 10 10% 30% 60% 
Tinea versicolor 9 es ; 100% 
Mycotic pruritus ani 1 fF 100% 
Tinea corporis 8 13% Rs 87% 
Onychomycosis 4 i 100% a 
Tinea cruris 7 29% 14% 57% 























* Total of 65 patients with 67 diagnoses. 


treatment period of two weeks. The total 
group included tinea pedis, with an excellent 
response of 83%; tinea manus, 60%, my- 
cotic pruritis ani, 100% (only one case), 
tinea corporis, 87% ; onychomycosis, no ex- 
cellent results, and tinea cruris, 57% ex- 
cellent results. These statistics are of no 
significance but are presented to emphasize 
the excellent response obtained in the treat- 
ment of tinea versicolor. 


Comment 


The question of a sensitivity to Finaf 
cannot be settled at this time. Of the four 
cases reporting reactions, none could be 
verified upon examination. This, then, must 
be settled at some future date. Four of the 
ten -patients with tinea manus presented 
thick, lichenified, hypertrophic palms, and 
three of these four contracted the infection 
in the Pacific theater during World War II. 
These represent difficult problems regardless 
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of treatment employed. It is too early to 
determine the response of infected nails, 
although the four cases under treatment are 
improving. 


Summary 

The treatment of 65 patients with Finaf 
for dermatomycosis is detailed. Four cases 
under treatment reported a _ dermatitis 
venenata, which was not verified clinically. 
There were 9% treatment failures, 14% 
good results, and 77% excellent results. The 
best response was seen in tinea versicolor, in 
which 100% of nine patients were cured in 
an average of two weeks. The effectiveness 
of this medication in acute inflammatory 
dermatomycosis is still to be tested. 

1109 Quarrier St. 
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Scleroderma is a disease of unknown 
cause and many synonyms that varies from 
a mild localized form to a severe general- 
ized type with systemic manifestations. 
According to the “Standard Nomenclature 
of Diseases and Operations,”? it is classi- 
fied into generalized, progressive, and local- 
ized (morphea) types. One of us 
(O’Leary)? classified scleroderma as foi- 
lows: (1) localized scleroderma (morphea), 
which includes the guttate type; (2) linear 
scleroderma; (3) generalized morphea; 
(4) acrosclerosis; (5) generalized, or sys- 
temic, scleroderma, and (6) hemiatrophy. 


Present Study 


We have limited the present survey to 
patients who had the localized forms of the 
disease (the first three types just given) 
and who were seen at the Mayo Clinic 
during the pericd 1923 to 1954, inclusive. 
We' have reviewed the records of -235 pa- 
tients and have obtained progress reports 
in 107 of these in order to establish data 
relative to the duration of the disease and 
the morbidity. Approximately one-fourth 
of these patients were seen in consultation 
only, as their cutaneous lesions were con- 
sidered incidental to their major or primary 
complaints, or of secondary importance. A 
majority received a general medical exami- 


Received for publication May 8, 1956. 

Fellows in Dermatology, Mayo Foundation (Dr. 
Christianson and Dr. Dorsey) ; Section of Derma- 
tology, Mayo Clinic and Mayo Foundation (Dr. 
Kierland). The Mayo Foundation is a part of the 
Graduate School of the University of Minnesota. 

+Dr. O’Leary died July 20, 1955. 


nation, and approximately 55% were 
studied extensively because of the diversity 
of their complaints. 

The cases have been divided arbitrarily 
into two major groups, namely, (1) those 
with linear lesions (linear scleroderma) or 
localized sclerodermatous plaques (mor- 
phea), designated as Group 1 (191 cases), 
and (2) those with bilateral disseminated 
symmetric plaques (generalized morphea), 
designated as Group 2 (44 cases). 


Group 1: Linear Lesions and 
Plaques of Morphea 


Of the 191 patients in this group, 146, 
were female and 45 were male, a ratio of 
3:1. The extremes of age were 1 year and 
76 years. Linear lesions appeared prior to 
the age of 10 years in 20% of the group 
and before the age of 40 in 75%. Localized 
plaques occurred somewhat later in life, 
10% being noted prior to the age of 10 
years and 75% becoming evident between 
the ages of 20 and 50. The distribution 
according to age is presented in Table 1. 


TABLE 1—Age Distribution in Group 1 (Linear 
Scleroder:ina and Morphea) 



































Age, Yr. Cases | 

0-10 38 

ies 11-20 a 
26 21-30 41 
eet 31-40 38 
41-50 15 
51-60 19 
61-76 6 
Undetermined bs 6 
Total 191 
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Precipitating Factors or Factors Correlated 
with Onset 


Precipitating factors antecedent to the on- 
set of scleroderma are indicated in Table 
2. Trauma was mentioned in 14 instances, 


TABLE 2.—Factors Correlated with Onset in Group 
1 (Linear Scleroderma and Morphea) 



































Factor Cases 
Trauma 14 
Operation 5 
Infection 14 
Menopause 12 
Pregnancy 6 
Menarche 5 





but its association was controversial in 

»most cases. The disease followed a surgical 
procedure and occurred adjacent to the op- 
erative site in five cases. Infection preceded 
or appeared coincident with the onset of 
the disease in 14 patients; the menopause 
bore the same temporal relationships in 12 
patients and the menarche in 5. Pregnancy 
and localized scleroderma were coexistent 
in six patients; the scleroderma developed 
during pregnancy in five of them, and in the 
other the disease was aggravated by preg- 
nancy. One of these patients had a mis- 
carriage, but the others were delivered of 
normal infanvs. 


Location and Distribution of Lesions 
(Table 3) 

Lesions were linear in 108 patients, 
whereas irregular plaques were present in 
83. The location of the linear lesions was 
unilateral in 102 and bilateral in 6. The 
linear lesions were primarily single and 
unilateral; they were located in order of 
frequency on the lower extremities, upper 
extremities, frontal region (en coup de 
sabre), and the anterior aspect of the 
thorax. Unilateral lesions were equally 
common on the right and left sides. Both 
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TABLE 3.—Location and Distribution of Lesions in 
Group 1 (Linear Scleroderma and Morphea) 








Location and Distribution 





Linear 





Unilateral 





Bilateral 





Lower extremities 





Upper extremities 





Frontal or frontoparietal or 
both 





08C-6213s318308sa2e9 
Trunk 





Plaques (morphea) 83 





Unilateral 





Bilateral 





Trunk, including neck 





Lower extremities, including 
gluteal regions : 





Upper extremities 12 





Face (active lesions) 10 





Genitalia 1 














the upper and lower extremities were si- 
multaneously involved in 12 cases, the lesions 
being homolateral in 11 instances and con- 
tralateral in 1. Frontal or frontoparietal 
lesions were present in 29 (27%) of those 
with linear lesions (19 females and 10 
males). Linear lesions and plaques were 
present simultaneously in several patients, 
but one type was predominant in the ma- 
jority. Linear frontal lesions were asso- 
ciated with active plaques of morphea on 
the homolateral aspect of the face in 10 
patients and with pigmentation, telangiecta- 
sis, and atrophy considered to be residuals 
of localized sclerotic plaques in 12. 
Lesions of the plaque type were most fre- 
quently multiple, bilateral, and asymmetri- 
cally distributed (60 cases), but in a minor- 
ity (23 cases) they were unilateral and 
terminated abruptly at or near the midline. 
In order of frequency, plaques were located 
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on the thorax adjacent to the breast or the 
trunk including the neck or both, the lower 
extremities, the upper extremities, the face, 
and the genitalia. Lesions were not found 
in the axillae, mammary glands proper, um- 
bilical region, perineum, or the perianal 
zone, 


Onset 


The onset of localized scleroderma was 
usually slow and insidious, but in several 
it was rapid. Erythema and edema appeared 
early in several patients. In others, the 
skin at the time of examination was white, 
ivory-like, waxy, and sclerotic, presenting 
alterations in pigmentation at the periphery ; 
the characteristic violaceous halo appeared 
im some. Edema of the lower extremities 
preceded the onset of unilateral linear 
scleroderma in three patients. It gradually 
subsided as the linear lesion of scleroderma 
developed, finally disappearing. 

Lesions were composed of linear nodules 
in three instances, whereas bullae developed 
in three, and the lesions became ulcerated 
in five. 


Symptoms (Table 4) 


Joint pains (arthralgias) were common 
and were recorded in 85 patients (44%). 


TABLE 4.—Symptoms in Group 1 (Linear 
Scleroderma and Morphea) 






































Symptoms Cases 
Arthralgia 85 
Neuroses : 54 
Migraine 31 
Abdominal pain 26 
Abdominal migraine : 3 
Neuralgia 15 
Raynaud's phenomenon 8 
Convulsions 6 
Tinnitus 6 
Deafness 3 














The pain in several was unilateral and was 
localized to the extremity involved by the 
sclerodermatous process. Raynaud’s phe- 
nomenon, present. in a total of eight per- 
sons, was homolateral and preceded the 
arthritic symptoms in six patients. One 
patient with hemiscleroderma had rheuma- 
toid arthritis involving the ipsilateral ex- 
tremities only. Symptoms of emotional 
instability, anxiety or tension states, or psy- 
choneurosis were present in many instances 
and are tabulated as neuroses. Migraine be- 
ginning at puberty was recorded in 31 
patients. Intermittent, recurrent, and col- 
icky abdominal pain was a symptom in 26 
patients, 20 of whom gave histories of ap- 
pendectomy without relief of this symptom. 
Three of these 26 patients were diagnosed 
as having abdominal migraine, but in the 
remainder the cause was indeterminate de- 
spite thorough examinations, including 
roentgenographic studies. 

Histories of convulsive seizures were ob- 
tained in six patients. Menstrual irregulari- 
ties were frequent, and five patients never 
had been pregnant despite a minimum of 
10 years of marriage. The number of 
pregnancies in others was limited to one or 
two, and many had only one living child. 
Several patients were ambidextrous; others 
previously had been left-handed but had 
been encouraged to use their right hand, 
and two of these were “stutterers.” 


Associated Anomalies or Conditions (Table 5) 


Anomalies of the vertebral column were 
demonstrable roentgenologically in 32 
(47%) of 68 patients who had roentgeno- 
grams of the spinal column; spina bifida 
occulta was found in 20 of them. Other 
anomalies of the spinal column, such as 
sacralization of lumbar segments, the pres- 
ence of six lumbar vertebrae, prolongation 
of transverse arches, scoliosis, and kypho- 
sis, also were found. One patient gave a 
history of a spinal tumor, and six patients 
had undergone previous surgical interven- 
tion for relief of pain due to suspected 
protrusion of a lumbar intervertebral disk. 
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TABLE 5.—Associated Anomalies or Conditions in 
Group 1 (Linear Scleroderma and Morphea) 



























































Anomaly or Condition Cases 

Vertebral anomalies 32 

Spina bifida 20 

Others 12 
Anomalies of ribs 4 
Deformities of feet 9 
Miscellaneous 8 
Cutaneous anomalies 35 

Nevi 15 

Ichthyosis .3 

Vitiligo 7 

Alopecia areata 5 

Hirsutism 3 

Dystrophy of nails 1 

Generalized pigmentation 1 
Undescended testes 3 
Malignant lesions 4 
Precocious intelligence ll 














Anomalies of the spinal column were found 
preponderantly in patients who had linear 
scleroderma, 26 of whom had such anom- 
alies, compared to an incidence of such 
anomalies in 6 patients with localized 
plaques. In one instance, scleroderma was 


present at birth, and this woman had in 


addition congenital thoracolumbar kypho- 
scoliosis, spina bifida occulta, multiple con- 
genital spider angiomas, and a cystic lesion 
of the proximal end of the femur, prob- 
ably of congenital origin. 

Cutaneous anomalies and disorders other 
than scleroderma were encountered. Vas- 
cular, pigmented, and _ ichthyosis-hystrix- 
like nevi, a majority of which were 
unilateral and homolateral to the sclero- 
derma, were noted in 15 patients, and café 
au lait spots were present in 8. Vitiligo, 
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alopecia areata, generalized ichthyosis, dys- 
trophy of the nails, generalized hyperpig- 
mentation, and hirsutism also were noted. 

Anomalies less frequently encountered 
were rudimentary ribs (three patients), 
cervical ribs (one), torticollis (two), 
atrophic clavicle (one), absent pectoralis 
muscle (one), coniracted pelves (three), 
shortened ulna (one), webbed foot (one), 
clubfoot (one), congenital deformity of the 
cuboid (one), supernumerary bones of the 
carpus (one), unilateral equinovarus 
(three), deformity of the toes (one), and 
the presence of only four toes (one). 

Eleven patients were classified as in- 
tellectually precocious. For example, one 
patient whose chronologic age was 10 years 
and 9 months had a mental age of 1614 years 
and an intelligence quotient of 153%. Men- 
tat retardation was noted in one patient 
only. Unilateral deafness of indeterminate 
cause was found in three patients. Epilepsy 
was noted in one patient and unilateral 
night blindness in one. Other conditions 
included gynecomastia (three patients), 
acromegaly (one), a picture resembling 
Frohlich’s syndrome (two), thyroid dis- 
ease (six), testicular atrophy (two), and 
epispadias (one). Undescended testes were 
noted in three patients, in each of whom 
the anomalous testis was homolateral to the 
sclerodermatous process. Two patients had 
lymphedema praecox. Two had carcinoma 
of the breast that preceded scleroderma, 
and one had adenocarcinoma of the thyroid 
that also preceded the sclerotic process. One 
patient had adenoacanthomas of both 
ovaries, with fatal carcinomatosis; this ma- 
lignant process appeared subsequent to the 
localized sclerodermatous process. 


Familial Features 


More than one case of localized sclero- 
derma within the same family was noted in 
three instances; in one instance three 
cases occurred within the same family. 
In addition, generalized scleroderma was 
reported in siblings in two other family his- 
tories. Neurotic symptoms and migraine 
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were frequent and appeared to be trans- 
mitted maternally. 

Psychoses were present in eight relatives 
of eight patients, and all had been commit- 
ted to mental institutions. Brain tumors 
occurred in five relatives, four in siblings 
and one in a father. A brother of one pa- 
tient died at the age of 10 years, after an 
emergency. operation for relief of acute 
hemorrhage within the brain resulting from 
rupture of a congenital cerebral aneurysm. 
Tumors of the spinal column were reported 
in the relatives of two patients, multiple 
sclerosis in one, amyotrophic lateral sclerosis 
in one, and Mongolian idiocy in one. Con- 
vulsions characteristic of idiopathic epilepsy 
were reported in six relatives of six pa- 
tients. 

Large nevi, which were often similar in 
type to those in our patients and similarly 
located, were present in 12 relatives. A his- 
tory of diabetes was obtained in eight fam- 
ilies. Tuberculosis was recorded in one 
instance only. Deaths of multiple siblings in 
the neonatal period were reported in 7 fam- 
ily histories, and small families (no siblings 
or one only) were recorded in 11. Mental 
retardation was present in three relatives. 


Complications and Residua 


Residual pigmentation occurred in 82 pa- 
tients. Calcinosis was present in six patients 
with linear lesions; it was symptomatic in 
three and required surgical removal of the 
calcific deposits. Contractures secondary to 
scleroderma occurred in eight patients; 
these changes involved the fingers, pro- 
ducing clawhand, in two, whereas the el- 
bows, ankles, and knees were involved in 
two patients each. Surgical intervention for 
relief of contractures of muscles and 
shortening of tendons was necessary in three 
patients. Facial hemiatrophy appeared in 
38 patients. Unilateral atrophy of one or 
more extremities (partial or incomplete 
hemiatrophy) secondary to scleroderma was 
present in 37 instances in 26 patients, the 
upper extremity being affected in 17, the 
lower extremity in 20, and both in 11. 


Duration of Activity 


The duration of activity of localized 
scleroderma varied from 31%4 months to 25 
years, with an average of 3 to 5 years. The 
disease was usually benign, and there were 
no deaths attributable to it. Four patients 
are known to be dead; one as. a result of 
coronary arterial disease, one after thyroid- 
ectomy for exophthalmic goiter, a third 
from biliary cirrhosis, and the fourth as a 
result of adenoacanthoma of the ovaries, 
with carcinomatosis. 


Report of Cases (Group 1) 


Case 1.—A 33-year-old man sustained an injury 
to his left thigh followed in eight hours by a 
“burning” sensation but without evidence of local 
damage to tissues. He noted 18 hours later that 
the skin and underlying tissues were firm and 
board-like but devoid of pain; the sense of touch 
was preserved. During a shower bath, he realized 
that the hair over the involved site “rubbed off” 
with the washcloth. Forty-eight hours after 
injury, the “hidebound” lesion, which previously 
had been confined to the region of injury, ex- 
tended as a linear streak or band distally from 
the thigh to the dorsal aspect of the foot and to 
the base of the great toe. Four months after 
injury and three weeks prior to registration at 
the clinic, surgical exploration of the muscle and 
biopsy were performed. The pathologist’s diag- 
nosis was scleroderma. The patient realized 24 
hours after this procedure that the thigh was 
much softer. However, maintenance of closure of 
the wound was difficult, and healing was retarded. 

Examination at the clinic revealed a recently 
healed linear surgical incision along the antero- 
lateral aspect of the left thigh surrounded by an 
irregular sclerotic plaque with peripheral hyper- 
pigmentation and a linear band of scleroderma 
(Fig. 1a). 

The: case just presented illustrates that 
trauma occasionally may be considered as 
a precipitating factor in localized sclero- 
derma. 


Case 2.—_Two years prior to registration at the 


. clinic, a 26-year-old woman became -aware of 


pain in her back that was diagnosed elsewhere 
as arthritis of the spinal column. Multiple plaques 
of morphea subsequently developed on the right 
side of her trunk and right arm. These lesions 
remained stationary for 2 period of one year, after 
which a linear lesion of the right leg appeared 
during pregnancy, with additional plaques of mor- 
phea on the right thigh (Fig. 1b). She noted 
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simultaneous development of Raynaud’s phenom- 
enon involving the right second, third, and fourth 
toes, with arthralgia of these toes, the right knee, 
the right wrist, and the right elbow. Past history 
revealed migraine, hay fever, and recurrent episodes 
of abdominal pain (unrelieved by appendectomy) 
since the age of 14. The linear sclerodermatous 
process of tke right lower extremity eventuated 
in contractural deformities of the right szcond, 
third, and fourth toes. 

Case 3.—A 4-year-old girl,.an only child of 
healthy parents, progressed normally to the age 
of 2 years, when “red and white spots” appeared 
on her right cheek and gradually increased in 
size to involve the entire right side of the face and 
neck. A linear depressed groove appeared simul- 
taneously in the right frontoparietal region and 
extended into the scalp, producing a linear band 
of alopecia. The skin was described as being 
extremely firm. She complained of recurrent 
attacks of abdominal pain. 

Examination revealed a precocious and hyper- 
active child with linear scleroderma in the right 
frontoparietal region and a large sclerotic plaque 
of morphea surrounded by a peripheral halo of 
hyperpigmentation on the right cheek (Fig. 2a). 
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Fig. 1—(a) Case 1. 
Left lower extremity, in- 
dicating recently healed 
surgical incision on the 
right thigh within a 
plaque. of scleroderma 
and a linear lesion of 
scleroderma — extending 
distally along the lateral 
aspect of the left leg. 
(b). Case 2. Linear le- 
sions of scleroderma on 
the right arm and right 
leg and plaques of mor- 
phea limited to the right 
side of the abdomen and 
right thigh. 


The right side of the neck was similarly affected, 
and the right half of the tongue was atrophic. 
A progress report on this patient has not been 
obtained, and therefore we are uncertain as to 
whether or not facial hemiatrophy has developed. 

Case 4.—A 12-year-old boy was seen in consul- 
tation because of an indentation of his forehead 
and a patch of alopecia that had appeared two 
years prior to admission and had not progressed 
in the past year. He was an only child. History 
revealed enuresis, nervousness, and generalized 
dryness of the skin (ichthyosis). Examination 
disclosed linear scleroderma slightly to the right 
of the midline extending from the nasion to the 
bregma, with a patch of alopecia at its proximal 
extremity (Fig. 2b). There was no evidence of 
facial asymmetry or hemiatrophy. An _ electro- 
encephalogram showed generalized Grade 1 dys- 
rhythmia maximal from the right frontal region. 

Case 5.—An 18-year-old girl had linear sclero- 
derma in the frontal region not in the median or 
paramedian line (Fig. 2c). She also presented 
a plaque of morphea in the left scapular zone 
contralateral to the linear frontal lesion. An 
electroencephalogram was slightly abnormal but 
not diagnostically significant. Facial hemiatrophy 
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Fig. 2.—(a) Case 3. 
Linear scleroderma (en 
coup de sabre) of the 
right frontoparietal re- 
gion and morphea-sclero- 
derma limited to the 
right side of the face and 
neck. (b) Case 4. Mid- 
line linear scleroderma 
of the frontal region. 
(c) Case 5. Linear sclero- 
derma of the right frontal 
region. (d) Case 6. Barely 
visible residual: of linear’ 
lesion on the left fronto- 
parietal region partly in 
hairline and residual pig- 
mentation of morphea on 
the left side of the face 
and neck, with mild left 
hemifacial atrophy. 


has not appeared in this patient even after five 
years of observation, and the scleroderma has 
remained confined to its original locations. 

Case 6.—A 7-year-old boy, an only child, was 
seen because of contraction and hardness of the 
skin on the left side of the face of one year’s 
duration. While the patient had been hospitalized 
elsewhere for treatment of virus pneumonia, the 
parents had noted several small peculiar patches 
on the skin beneath the jaw on the left side that 
at first were irregular and elevated but not dis- 
colored. The lesions gradually enlarged by per- 
ipheral and linear extension anteriorly toward the 
angle of the mouth on the left and superiorly 
to the cheek on the left side. A linear lesion 
simultaneously made its appearance in the left 
frontoparietal area and extended into the scalp, 
creating a zone of alopecia. A diagnosis of sclero- 
derma (morphea) had been made by a dermatol- 
ogist prior to registration at the clinic, and x-ray 









therapy was given without appreciable benefit. 
Subsequent to treatment, the parents noticed an 
increase in pigmentation and asymmetry of the 
face. 

Examination at the clinic revealed an ivory- 
colored; firm, scletotic, irregular, elevated plaque 
over the left cheek, with telangiectatic vessels 
coursing through it and a zone of hyperpigmenta- 
tion at the periphery. The angle of the mouth was 
wrinkled and retracted toward the left (Fig. 
2d). The skin and subcutaneous tissues in all 
involved regions appeared atrophic. Evidence of 
postirradiation effect was lacking, but definite left 
hemifacial atrophy was present. Patchy zones of 
hyperpigmentation without sclerosis were present 
over the entire trunk, and the skin generally was 
ichthyotic. Latest reports indicated no essential 
change in the patient’s condition. 

Case 7.—A 3-year-old girl presented severe 
crippling and disability secondary to localized 
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scleroderma. The disease had appeared one year 
previously after minor trauma. An _ extensive 
examination prior to registration at the clinic, 
including roentgenograms, a myelogram, an electro- 
encephalogram, and an intraventricular encephalo- 
gram, was not diagnostic. 

Examination at the clinic revealed a’ precocious, 
hyperactive child. with severely disabling «localized 
scleroderma. ‘Linear: lesions -were present. in the 
right frontoparietal region, and a plaque and linear 
lesion were present on the right arm. A plaque 
was present on the right side of the abdomen, and 
a linear lesion involved the right lower extremity. 
Shortening of the right lower extremity caused 
by contractures of the hamstring muscles and the 
tendo achillis with ankylosis of underlying joints 
compelled the child to walk on her tiptoes (Fig. 
3a and b). Equinovarus was present on the right. 
An atrophic groove that .appeared to involve all 
of the subcutaneous tissues was present on the 





Bs is 


Fig. 3 (Case 7).—(a) Front view, indicating 
two linear lesions of scleroderma of the right 
frontoparietal region, a patch of morphea on the 
lateral aspect of the right arm, atrophy of right 
labium, atrophy and shortening of right lower ex- 
tremity, contracture and shortening of right tendo 
achillis, and equinovarus of right foot. (b) Back 
view, indicating atrophy of the medial aspect of 
the ieft gluteal region and posterior part of the 
thigh. A healed surgical incision over the tendo 
achillis is visible. 
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medial aspect of the left buttock; this represented 
the only lesion on the left side. 

Open surgical lengthening of the right tendo 
achillis and subcutaneous lengthening of the ten- 
dons of the right hamstring muscles were accom- 
plished with beneficial results. Results of biopsy 
of skin takea from the right leg were compatible 
with thediagnosis of: scleroderma. Biopsy of the 
muscle revealed: pronounced. focal fibrous displace- 
ment with Joss of cross striations and proliferation 
of sarcolemmal nuclei. Foci of inflammation fea- 
turing many lymphocytes also were present. At last 
report, the child was improved, and the lower ex- 
tremities appeared to be growing at equal rates. 


Group 2: Generalized Morphea 


As noted previously, 44 patients had gen- 
eralized morphea; 33 of them were female 
and 11 were male, giving a ratio of 3:1. 
Their ages varied from 7 to 70 years, and 
the onset in 80% occurred between 11 and 
50 years. The distribution by age is sum- 
marized in Table 6. 


TABLE 6.—Age Distribution in Group 2 
(Generalized Morphea) 


Age, Yr. 


0-10 


11-20 


21-30 


31-40 


51-60 


61-70 


Total 





Precipitating Factors or Factors Correlated 
with Onset 


The onset in 18 patients corresponded 
with the menopause, whereas it was coin- 
cident with the menarche in 6. Trauma was 
mentioned as a factor in one instance only. 


Location of Lesions 


The location of lesions in decreasing order 
of frequency was the upper part of the 
trunk, upper portions of the thighs, sacral, 
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and lumbar regions, legs, abdomen, upper 
extremities, neck, and genitalia. Lesions 
were present on the face in one case onlv 


Onset 


The onset of generalized morphea was 
usually insidious and slowly progressive 
over a period of months to years. The 
lesions in a majority of patients appeared 
singly at first; other lesions gradually made 
their appearance, some being in the stage 
of resolution while others were in their 
incipiency. Some were evanescent in char- 
acter, while others were extremely chronic. 
In one case, the disease was still active 33 
years after its onset. 


Symptoms 


The symptoms in this group of patients 
were similar to those found in Group 1. 
Joint pains (arthralgias) of which the pa- 
tients complained most frequently involved 
the fingers, wrists, elbows, and knees; such 
pains were present in 18 patients (40%). 
Four patients had definite rheumatoid ar- 
thritis. Symptoms classified under neuroses 
were present in 16, headache of the migraine 
type occurred in 8, and abdominal pain in 


8. 


Associated Conditions 


Nevi were p:esent in five patients, lymph- 
edema praecox in two, acromegaly in one, 
and congenital unilateral atrophy of the left 
upper and lower extremities in one. 

We were unable to find familial features 
of interest in significant numbers except 
that the families usually were small and 
many contained neurotic relatives. 

Ulcerated lesions occurred in two patients 
and calcinosis in one; contractural deformi- 
ties of the fingers were present in five in- 
stances. Generalized scleroderma developed 
in two patients several years subsequent to 
the occurrence of generalized morphea. Two 
patients also had lichen sclerosus et atrophi- 
cus that appeared several years after 
the onset of morphea. One of these pa- 


tients * had multiple large plaques of 
morphea, linear scleroderma of a lower ex- 
tremity, and lichen sclerosus et atrophicus 
involving the neck, trunk, and perineum. 


Duration of Activity 


The duration of activity of generalized 
morphea in our patients varied from 6 
months to 33 years, with an average of 3 
to 5 years. Progress reports were obtained 
in 22 instances (50%); all patients were in 
good health, with the exception of two in 
whom generalized scleroderma developed 
later. No deaths were attributable to gen- 
eralized morphea. One of these two patients 
is presumed to have an intrapelvic malig- 
nant tumor, but she has refused surgical 
exploration. 

Generalized morphea usually is not se- 
vere, and the prognosis is good in contrast 
to that of generalized, or systemic, sclero- 
derma. Like the latter condition, however, 
there appears to be a high incidence of 
joint symptoms but a negligible incidence 
of Raynaud’s phenomenon. 


Comment 


The onset of the disease occurred in the 
first four decades of life in 75% of the 
patients who had linear scleroderma. The 
disease often appeared at puberty and the 
menopause and occurred earlier in life in 
those with linear lesions than it did in those 
who had a few plaques of morphea or 
generalized morphea. 

Practically all linear lesions were uni- 
lateral. Such lesions were located in the 
frontal or frontoparietal region in 25% 
of patients. On the other hand, plaques of 
morphea were bilateral in 70%. Our ex- 
perience apparently is not comparable to 
that of Archambault and Fromm,* who in- 
dicated that instances of strictly unilateral 
scleroderma are rare. Lesions were not 
found in the axilla, periumbilical region, 
perineum, or the perianal zones, thus ap- 


pearing to spare tissue containing the 


* Presented before the Minnesota Dermatological 
Society.* 
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apocrine glands. The skin of the areolar 
and circumareolar regions overlying the 
mammary glands actually was not involved, 
although lesions’ frequently were near these 
regions; in such cases, the skin often was 
pinched or squeezed like “rising biscuits on 
a platter,” especially in generalized morphea. 
In several patients, plaques of morphea were 
present on the thorax and extended to the 
medial aspect of the upper arm, circumvent- 
ing the axilla via the anterior or posterior 
axillary line. 

The onset of localized scleroderma was 

usually slow and insidious, but in one of 
the cases presented in detail it appeared 
rapidly after trauma. A history of trauma 
was obtained in 15 cases, but in most of 
these instances the relationship was equi- 
vocal and controversial because the injury 
was often trivial and distant from the pri- 
mary sclerotic: process, without the char- 
acteristic clinical signs that follow trauma. 
The injury often preceded the onset of 
scleroderma by weeks or months. 
- The frequency of joint pains in our series 
was notable. Arthralgia preceded, appeared 
simultaneously with, or appeared subsequent 
to scleroderma, and a definite correlation be- 
tween the severity of the joint pains and 
the extent of the sclerotic process was not 
ascertainable, Immobilization of a joint ad- 
jacent to or underlying the sclerotic process 
was attended by atrophy of disuse, osteo- 
porosis, and partial ankylosis in a dozen 
patients but did not account for the arthrop- 
athy in a majority. 

At least 20 of the 34 patients who com- 
plained of abdominal pain had undergone 
previous appendectomy without relief of 
symptoms. The simultaneous appearance of 
abdominal pain, migraine, and linear sclero- 
derma at puberty was distinct in six pa- 
tients. A case of localized cutaneous sclero- 
derma associated with a sclerodermatous 
process involving the gastrointestinal tract 
has been reported by Leinwand and asso- 
ciates,> who found scleroderma of the large 
intestine confirmed by pathologic examina- 
tion after laparotomy. Piper and Helwig ® 
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examined material obtained at necropsy in 
27 patients with localized scleroderma who 
died from causes other than scleroderma 
and found no pathologic evidence of sys- 
temic involvement. 

The electroencephalograms were slightly 
abnormal in two of our six patients who 
gave histories of convulsions. Bickford,t 
who interpreted the tracings, stated that it 
is not unusual to find similar tracings in a 
certain percentage -of normal persons; 
therefore, a minimum of emphasis can be 
placed on this finding alone. Abnormal 
electroencephalograms have been noted in 
patients with scleroderma by Leinwand’s 
group, who reported 28 abnormal, 7 border- 
line, and 17 normal tracings in a series of 52 
cases studied. Wise’ reported a case of 
morphea in which the electroencephalogram 
was abnormal. 

Our data reveal a considerable incidence 
of abnormalities of the central nervous sys- 
tem in our series of patients. We believe 
that these data indicate a greater incidence 
of such abnormalities than would be ex- 
pected in an unselected group of people, 
which suggests a relationship between local- 
ized scleroderma and a neuropathic heredity 
or an indication of a heredodegenerative 
disease, as Wartenburg® has postulated in 
progressive facial hemiatrophy. 

As already indicated, congenital anoma- 
lies of the spinal column were present in 
32 patients. These defects were found pre- 
ponderantly in patients with linear lesions, 
as has been noted previously by Rubin.® 
However, we were unable to find, as he 
did, that linear scleroderma occurred pre- 
dominantly distal to the lumbosacral anom- 
alies and that these congenital defects play 
an etiologic part. We found that linear 
lesions of scleroderma*were as frequently 
proximal to these anomalies as they were 
distal, and it is our belief that the same 
factor or influence is responsible for both 
conditions, one being congenital, while the 
other (linear scleroderma) is a delayed or 
latent anomaly. 


+ Bickford, R. G.: Personal communication to 


the authors. 
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‘incidence of abnormalities of 


LOCALIZED SCLERODERMA 


Women who had scleroderma frequently 
complained of menstrual irregularities, and 
miscarriages appeared to be more frequent 
than usual. The families were frequently 
small, as is reflected in the limited number 
of patients who had been pregnant and in 
the small number of siblings. The same 
situation was noted in a significant number 
of relatives, as the death of multiple siblings 
was fairly common, and the families were 
small (two siblings or less). 

At least 26 patients, primarily those who 
had linear scleroderma, had atrophy or con- 
tractures or both of one or more extremi- 
ties. Hemifacial atrophy frequently was 
associated with or secondary to localized 
scleroderma involving the frontal, fronto- 
parietal, or facial regions. 


: Summary 


A survey has been made at the Mayo 
Clinic of 235 patients with scleroderma en- 
countered from 1923 to 1954, inclusive. The 
study was limited to those who had linear 
scleroderma or plaques of morphea (191 
patients) or who had generalized morphea 
(44 patients). 

The ratio of female to male patients in 
the entire series was 3:'. Trauma was men- 
tioned as a precipitating factor in 15 cases, 
but its true relationship was controversial, 
as the injury often was trivial and distant 
from the primary sclerotic process. 

The frequency of joint pains and ob- 
scure abdominal pain in association with 
scleroderma was notable. A_considerable 
tral 
nervous system Was noted in both the pa- 


tients themselves and their relatives, sug- 


gesting a relationship between localized 


scleroderma and a_neuropathic_heredity. 


Congenital anomalies of the spinal column 
were found in 32 patients. 


Atrophy or contracture or both of one or 
more extremities were noted in 26 patients, 
primarily those who had linear scleroderma. 
Facial hemiatrophy often was associated 
with localized scleroderma involving the 
frontal, frontoparietal, or facial regions. 

The forms of scleroderma included in 
this study usually. were benign, and no 
deaths were attributable to the cutaneous 
disease. The average duration was 3 to 5 
years, but the disease remained active for 
33 years in one patient. Practically all linear 
lesions were unilateral, whereas plaques of 
morphea were bilateral in 70% of patients. 
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Complications of Hydralazine (Apresoline) Therapy for Hypertension 
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During the past two years hydralazine 
hydrochloride (1-hydrazinophthalazine hy- 
drochloride; Apresoline) has been used ex- 
tensively in the treatment of hypertension. 
Its reputed ability to reduce arterial pres- 
sure through its central action! and to in- 
crease renal circulation? accounts in part 
for its usefulness as an antihypertensive 
agent. 

A syndrome, however, appeared among 
patients using hydralazine, with symptoms 
which ranged from mild migratory arthral- 
gic pains to symptoms resembling early 
acute rheumatoid arthritis or acute systemic 
lupus erythematosus, according to Dustan 
and his group * and to Perry and Schroe- 
der. Other isolated cases reported in the 
recent literature include those of Manter,? 
Feder, Reinhardt and Waldron,® and 
Shackman and associates.!° Kaufman" re- 
ported a case of pancytopenia due to hy- 
dralazine. 

This report is an analysis of the late re- 
actions in a group of patients treated with 
oral administrations of hydralazine alone or 


Submitted for publication Jan. 19, 1956. 
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in combination with other antihypertensive 
drugs. Five patients from a group of more 
than two hundred who were given 200 to 
800 mg. of hydralazine daily for hyper- 
tension had rheumatoid or lupus-erythema- 
tosus-like syndromes after 13 to 21 months 
of treatment. One patient who was rel- 
atively asymptomatic before treatment had 
leucopenia after 10 months of treatment. 
Two additional patients with rheumatoid or 
lupus-erythematosus-like symptoms had 
been treated with hydralazine by their home 
physicians. These patients came under our 
care at the Mayo Clinic for evaluation and 
treatment after the syndromes had devel- 
oped. 

Other side-effects from hydralazine which 
have been reported elsewhere and which 
also occurred among some of our patients 
include tachycardia, nasal congestion, nau- 
sea, vomiting, headache, dizziness, pares- 
thesias, malaise, anxiety, nervousness, 
depression, substernal distress simulating 
angina pectoris, and peripheral edema. In 
21 cases it was felt advisable to discontinue 
the use of hydralazine within the first two 
weeks of treatment because of these side- 
effects. 

All patients with severe or questionable 
toxic symptoms, and an additional group of 
patients who were using hydralazine but 
who had not had any untoward reactions, 
underwent tests performed for the L. E. cell 
(lupus-erythematosus cell phenomenon). 
Peripheral blood was used and the two-hour 
L. E. clot tests were performed according 
to the technique described by Zimmer and 
Hargraves.’? All tests were interpreted by 
one of us (GLP). The results of the tests 
were labeled as positive when typical L. E. 
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cells were present accompanied by rosettes. 


and extracellular lysed material. Specimens 
were reported as doubtful if clumping, for- 
mation of rosettes, extracellular lysed mate- 
rial, or partial inclusion phenomena were 
noted in the absence of typical L. E. cells. 
All other specimens were reported as neg- 
ative. 

Of the eight patients who had reactions 
five had severe rheumatoid symptoms 
(Table 1). Two of these five were febrile 
and one had an eruption on the skin. Four 
of the five had positive results for the L. E. 
tests and the fifth had doubtful results for 
a test taken seven days after the use of 
hydralazine was discontinued. Two of the 
eight patients had moderately severe rheuma- 
toid symptoms. The symptoms of one of 
these two patients developed two weeks 
after a hemogram and an L. E. test gave 
negative results; results of the test of the 
other patient were negative at the height 
of his symptoms. The remaining patient of 
the group, who had relatively minor symp- 
toms, had severe leucopenia, but results of 
the L. E. test were negative. 

Two of a group of eight patients who 
did not have untoward reactions and who 
had received 400 to 800 mg. of hydralazine 
daily for 7 to 32 months had doubtful 
results for the L. E. tests. The results of 
the rest of their laboratory studies were 
normal. 

All patients were responding well to anti- 
hypertensive treatment before the appear- 
ance of toxic symptoms. Systolic blood 
pressures averaged less than 160 mm. of 
mercury and diastolic pressures were less 
than 100 mm. As a rule, however, the blood 
pressure was much lower at the height of 
the systemic reaction. The blood pressure 
of three patients who had the severest re- 
actions with positive results for L. E. tests 
remained low for one, five, and seven 
months after use of the drug was discon- 
tinued; no other antihypertensive measures 
were necessary during these periods. The 
other patients suffering from less severe 
symptoms were given other drugs to control 
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the blood pressure within 7 to 10 days after 
the administration of hydralazine was 
stopped. 

No single diagnostic laboratory test indi- 
cated the presence of toxic symptoms from 
hydralazine or an impending reaction. In 
this series a positive result for the L. E. 
test was the most consistently abnormal 
finding (Table 2). Two patients (Cases 2 
and 8) had advanced leucopenia. The latter 
patient was otherwise asymptomatic and the 
leucocyte count before treatment was 8600. 
Sedimentation rates of three of the four 
patients who had positive results for L. E. 
tests were elevated. Values for hemoglobin 
and erythrocytes were lowered from pre- 
treatment levels in four cases, but in no 
case did the hemoglobin measure less than 
11 gm. per 100 cc. of blood or the eryth- 
recytes number less than 3,400,000 per 
cubic millimeter of blood. Cephalin-cho- 
lesterol flocculation tests and thymol tur- 
bidity studies gave normal results in two 
of the- severest cases. Electrophoretic 
studies in three cases showed lowering of 
the concentration of albumin with slight ele- 
vation of a-globulin in Case 1, decrease in 
serum albumin fraction with increase in 
alpha and y-globulin in Case 3, and normal 
electrophoretic pattern in Case 4. Results of 
the Kline test were weakly positive in only 
one case. Microscopic study during the re- 
actions showed slight increase of symptoms 
of hematuria, pyuria, or cylindruria in three 
cases. Funduscopic examination in four 
cases did not show increased narrowing, 
sclerosis, focal constrictions, or retinopathy. 
Roentgenograms of involved joints did not 
reveal detectable changes in four cases. 

Symptoms were present from one to six 
months before administration of hydralazine 
was discontinued. The significance of the 
laboratory changes and the length of the 
recovery period were related more closely 
to the intensity of the reaction than to its 
duration. Four of the patients with rheu- 
matoid and lupus-erythematosus-like symp- 
toms were relatively symptom-free within 
48 to 72 hours after the use of hydralazine 
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was discontinued, and four, two of whom 
were known to have positive results to L. E. 
tests during the period of systemic reactions, 
were almost entirely asymptomatic 12 days 
after use of the drug was stopped. 

In this series the results of L. E. tests 
and the sedimentation rates were the last ab- 
normal laboratory findings to return toward 
normal. The results of these tests failed 
to show improvement for some time after 
symptoms had disappeared in several cases. 
In Case 3 results of the L. E. test reverted 
to negative six weeks after the initial test 
giving positive results, while the sedimenta- 
tion rate (Westergren method) decreased 
from 110 to 58 mm. in one hour during 
the six-week period. In Case 2 results of 
the L. E. test were still doubtful approxi- 
mately six months after the patient had 
become asymptomatic, although results of 
the rest of her tests had reverted to normal 
within two months. 

In no case was it felt necessary to use 
cortisone or corticotropin to hasten the 
patient’s recovery. Aspirin (acetylsalicylic 
acid) was used for symptomatic treatment, 
and antihistamines were given to a few pa- 
tients. Follow-up inquiries for six and nine 
months in the two severest cases and for 
one arid a half and four months in two 
others did not reveal detectable sequelae. 

Reports of two typical cases, Cases 1 and 
2, follow. Pertinent data regarding Cases 
3 to 8 are included in Tables 1 and 2. 


Report of Cases 


Case 1.—A 54-year-old man was known to have 
had hypertension for 14 years. Funduscopic ex- 
amination revealed changes indicative of hyper- 
tension, Group 3. After three weeks of observation 
and adjustment to hypotensive medication, he was 
dismissed. He was advised to take 100 mg. of 
hydralazine, orally, four times a day, and from 
50 to 75 mg. of hexamethonium chloride by sub- 
cutaneous injection every eight hours. This pro- 
gram of medication had been followed for 21 
months, when he wrote that he had been having 
some peculiar symptoms for about six weeks. 
These symptoms were morning Soreness and stiff- 
ness of the small joints of both hands and feet 
and similar involvement of the wrists, elbows, 
knees, and shoulders. Two weeks after their 
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onset, these symptoms increased in intensity, and 
swelling of the interphalangeal and metacarpo- 
phalangeal joints appeared. Gradually increased 
fatigue and severe migratory myalgia in his ex- 
tremities caused him to write to the clinic for 
advice. He was advised to discontinue all medica- 
tion and to return for reexamination. 

The patient arrived for examination 10 days 
after discontinuing the use of hydralazine and 
hexamethonium. He had become asymptomatic 
48 hours after withdrawal of the drugs, and did 
not show any objective evidence of preexisting 
arthritis on arrival. His blood pressure was 140 
mm. of mercury. systolic and 90 mm. diastolic. 
Funduscopic examination did not reveal any 
changes which differed from the pretreatment 
picture. Results of laboratory studies were as 
follows: 6000 leucocytes per cubic millimeter of 
blood, with a .‘fferential count of 20% lympho- 
cytes, 5.5% monocytes, 73.5% neutrophiles, and 
1.0% eosinophiies , 12.7 gm. of hemoglobin per 100 
cc. of blood, and 4,440,000 erythrocytes per cubic 
millimeter of blood. The sedimentation rate of 
erythrocytes was 11 mm. in one hour (Westergren 
method). The Kline test gave negative results 
and urinalysis revealed pyuria, Grade 1. The 
blood urea was 24 mg. per 100 cc., thymol turbidity 
2 units, and results of the cephalin-cholestero! 
flocculation test were negative. Two L. E. clot 
tests taken four days apart gave positive results. 


_Electrophoretic studies revealed lowering of al- 


bumin fraction, normal y-globulin fraction and 
slight elevation of a-globulin. A roentgenogram 
of the thorax did not differ from the one taken 
before treatment. Left axis deviation and sinus 
bradycardia were indicated on the electrocardio- 
gram. 

The patient’s blood pressure remained about 130 
mm. systolic and 90 mm. diastolic for approx- 
imately two weeks, when it gradually began to 
rise. Six weeks after antihypertensive treatment 
was discontinued, results of the L. E. test were 
still doubtful. Since his blood pressure had risen 
to an average of 170 mm. systolic and 90 mm. dia- 
stolic, the ‘administration of hexamethonium was 
renewed ; this time it was given orally. 

Case 2.—A 49-year-old woman, who was known 
to have had mild hypertension for 20 years, was 
admitted to the clinic because of rheumatoid 
symptoms of two months’ duration. After a mild 
cerebrovascular accident 13 months previously she 
had been given hydralazine by her home physician 
During five months’ treatment with 200 mg. of 
hydralazine daily her systolic pressure was lowered 
from approximately 220 mm. of mercury to an 
average of 150 to 160 mm. An increase to 400 
mg. of hydralazine daily had reduced her. systolic 
pressure to an average of 125 to 135 mm. She had 
been maintained on 400 mg. of the drug daily for 
seven months prior to hospitalization. 
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Her illness started with swelling, stiffness, and 
pain in a number of the proximal interphalangeal 
and metacarpophalangeal joints of both hands. 
During the subsequent two months her wrists, 
elbows, shoulders, and ankles were involved inter- 
mittently. In the two weeks prior to her admis- 
sion generalized myalgia with severe cramping in 
her calves had developed. To her knowledge she 
had not had fever. 

On physical examination she was found to have 
swelling of the synovium of the second and third 
proximal interphalangeal joints of both hands, of 
the right wrist, and of both knees. The blood 
pressure was 120 mm. systolic and 68 mm. diastolic; 
the pulse rate was 114 beats a minute. Funduscopic 
examination showed moderate narrowing and 
sclerosis of the retinal arterioles; retinopathy was 
not noted. Laboratory examinations of the blood 
showed 2300 leucocytes per cubic millimeter, 11.2 
gm. of hemoglobin per 100 cc., 3,410,000 erythro- 
cytes per cubic millimeter, a sedimentation rate of 
54 mm. in one hour (Westergren method), slight 
hypochromasia and rouleaux formation. Results of 
the L. E. clot test were positive. The patient had 
pyuria, Grade 1, and the total protein in the plasma 
measured 6.5 gm. per 100 cc., with 3.8 gm. al- 
bumin and 2.7 gm. globulin. The blood urea 
measured 32 mg. per 100 cc. Results of the Kline 
test were weakly positive and those of the Kahn, 
Kolmer, Wassermann, and Hinton tests were neg- 
ative. Roentgenograms of the thorax, right knee, 
and right hand did not show evidence of any 
abnormality. 

Six days after the patient’s hospitalization and 
the discontinuance of administration of hydralazine, 
her symptoms had disappeared and no palpable 
synovial swelling remained. During this time the 
number of leucocytes had increased to 4500 per 
cubic millimeter of blood. Results of the L. E. 
clot test were still positive on her dismissal after 
10 days’ hospitalization; .the. sedimentation rate 
had decreased to 47 mm. in one hour. Her blood 
pressure remained normal during hospitalization, so 
she was dismissed’ without any further specific 
treatment for her hypertension. 

The patient was asymptomatic on reexamina- 
tions one month and five months later. Blood- 
pressure readings were 140 mm. systolic and 90 
mm. diastolic and 166 mm. systolic and 92 mm. 
diastolic respectively. Results of the L. E. clot 
tests were doubtful on both occasions. Sedimenta- 
tion rates were*2t and 22 mm. in one hour, by the 
Westergren technique: Her~hemoglobin had risen 
to 13.2 and 13.5 gm. per 100 cc., and the leucocyte 
counts were 5300 and 5100 per cubic millimeter of 
blood. The results of urinalysis were negative. 


Long-Term Treatment with Hydralazine 
Without Symptoms 


Report of Cases 

Two hypertensive patients have had ex- 
cellent results from treatment with hydrala- 
zine for 17 and 18 months respectively. 
Untoward symptoms did not develop in 
either case. Except for doubtful results for 
L. E. clot tests laboratory studies did not 
show any significant abnormality. 

Case 9.—A 54-year-old man known to have had 
hypertension for 16 years had pretreatment aver- 
ages for systolic blood pressure of 180 to 220 
mm. and for diastolic pressure of 110 to 120 mm. 
The use of various combinations of alkavervir 
(Veriloid), rauwolfia (Raudixin), and hydralazine 
reduced the systolic pressure to 120 to 130 mm. and 
the diastolic to 80 to 90 mm. During the first 
seven months of treatment 200 to 400 mg. of 
hydralazine was given, with an average of 400 
mg. per day during the 10 succeeding months. 
At this time results of his L. E. clot test were 
reported as doubtful. The electrophoretic studies 
revealed some lowering of total protein with 
greatest lowering of al- and a2-globulin. Treat- 
ment with reserpine was started, and the patient 
was advised to lower the dosage of hydralazine 
gradually. Other laboratory data were within 
normai limits. 

Case 10.—A 49-year-old woman with essential 
hypertension, Group 2, responded well to average 
daily doses of 800 mg. of hydralazine combined 
with hexamethonium and later with reserpine. 
During 18 months of treatment her blood pressure 
was decreased from 210 to 220 mm. systolic and 
120 mm. diastolic to 140 to 150 mm. systolic and 
90 mm. diastolic. Results of her L. E. clot test 
were reported as doubtful during a routine checkup. 


Comment 


The causal relationship between long-term 
treatment with hydralazine and the develop- 
ment of rheumatoid, febrile, and systemic 
lupus-erythematosus-like syndromes is not 
doubted. The exact mechanism, however, 
by which these reactions are produced has 
not yet been determined. The weight of 
evidence is against specific hypersensitivity 
reactions. In only two cases in this group 
did the patient give a history of allergic 
reactiens. This corresponds to the findings 
in Dustan’s series. 

Rich * suggested that rheumatic fever, 
periarteritis nodosa, and systemic lupus 
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erythematosus may be based on reactions of 
hypersensitivity. Positive results of L. E. 
tests have been reported in cases of peni- 
cillin hypersensitivity.* We were unable to 
corroborate the finding of positive L. E. 
tests in five acute serum-sickness reactions 
to penicillin or in three less severe penicillin 
reactions. Additional L. E. clot tests were 
negative in acute drug reactions from hy- 
dantoin and tetanus toxoid. 

Cappelli ?® postulated the state of hyper- 
sensitivity owing to the presence of auto- 
antibodies as an explanation of the L. E. 
phenomenon as well as of certain of the 
other laboratory and pathologic findings in 
cases of systemic lupus erythematosus. 
With the addition of human antireticulo- 
endothelial cytotoxic serum to normal blood 
he reported the production of the L. E. 
phenomenon. Whether the saturation of 
tissues produced by long-term treatment 
with hydralazine could alter the reticuloen- 
dothelial system with resultant production 
of autoantibodies is hypothetical. 

In vitro production of L. E. cells has 
been reported 1 with polyanetholsulfosaures 
natrium (Liquoid Roche) and other syn- 
thetic heparinoid substances. 

It is of interest that in preliminary studies 
we have been able to demonstrate some 
clumping of polymorphonuclear leucocytes 
and partial nucleolysis of the nuclei in the 
two-hour clot test after varying amounts of 
a solution of hydralazine prepared for 
parenteral administration were added to 
whole blood. Typical L. E. cells were not 
found in these preparations. These find- 
ings were not demonstrated in specimens of 
clotted blood used as controls or those in 
which 10% propylene glycol was added, 
which is used to increase the solubility of 
hydralazine. 

The delay usually observed in obtaining 
maximal therapeutic response to hydrala- 
zine, as well as the persistence of the hypo- 
tensive effect after discontinuance of the 
use of hydralazine among our patients’ with 
the severest lupus-erythematosus-like syn- 
drome, indicates the possibility of an ac- 
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cumulation of the drug in the body or of 
a cumulative toxic effect. After a given 
dose, Perry?” demonstrated a fairly con- 
sistent excretion of hydralazine in the urine 
of 1.5% to 2.5%. More recent sensitive 
adaptations of Perry’s 17 colorimetric meth- 
ods of determining concentrations of hy- 
dralazine in the blood plasma may shed 
some light on this problem. 

Either the appearance of arthralgia, my- 
algia, fever and a group of other symptoms, 
or the finding of abnormal results for one 
or more of the laboratory studies may be 
the first indication of toxicity to hydralazine. 
This suggests that periodic check-ups and 
the familiarization of each patient with the 
early toxic symptoms are an essential part 
of treatment, particularly if the patient is 
obtaining a good therapeutic response. 

The use of smaller doses of hydralazine 
combined with various other antihyperten- 
sive agents should decrease the incidence of 
toxic reactions. As soon as good control 
is established with hydralazine alone it is 
advisable to start reducing the dosage to 
less than 400 mg. per day and to add other 
hypotensive drugs if necessary. Another 
possible prophylactic measure is to withdraw 
hydralazine periodically for three to four 
days after the blood pressure is stabilized 
near the normotensive range. This would 
seem to be a practical measure since most 
of the symptoms and signs of the mild and 
moderate toxic syndromes disappear within 
36 to 72 hours after treatment is discon- 
tinued. 

: Summary 


Signs or symptoms of: rheumatoid or 
lupus-erythematosus-like syndromes devel- 
oped among seven patients under prolonged 
treatment with hydralazine (Apresoline) for 
hypertension. Advanced leucopenia devel- 
oped in one case in which the patient had 
relatively minor myalgic symptoms. 

In our group of patients the L. E. clot 
test gave the most consistently abnormal 
findings: of eight patients who had symp- 
toms four had positive results and one had 
doubtful results. Doubtful results for tests 
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were reported for two additional patients 
in a group of eight who had not had un- 
toward reactions after long-term treatment 
with hydralazine. 

All patients responded to withdrawal of 
hydralazine without treatment with corti- 
sone or corticotropin. Six patients had not 
had return of symptoms one to nine months 
subsequent to withdrawal of hydralazine. 
Among these six patients were the four pa- 
tients who had had positive reactions to 
the L. E. tests. 
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Dermatology in le ae 


ORLANDO CANIZARES, M.D., New York 





The growth and development of derma- 
tology in Latin America has been remark- 
able since the turn of the century. From 
practical nonexistence it has achieved a 
position of great importance. This has been 
largely due to the inspiring influence of a 
few pioneers who were the founders of the 
different dermatologic schools scattered 
through Central and South America. 

During the last few years the contact 
between dermatologists of this country and 
our colleagues of Latin America has in- 
creased considerably. For this reason I 
believe it is timely to present a short re- 
view—and therefore of necessity incom- 
plete—of the history and development of 
dermatology in the Latin American coun- 
tries. 

No historical review of this type has ever 
been made. The data had to be obtained 
directly at the source. This task would 
never have been accomplished without the 
enthusiastic assistance and cooperation of 
some of my friends in-Latin America. 


The Early Years 


It may be said that dermatology began in 
the Latin American countries long before 
the arrival of the Spanish conquistadores. 
The Mayas of Guatemala and Yucatan, the 
Aztecs of Mexico, the Chibchas of Colum- 
bia, and the Incas of Peru had a highly 
developed culture and were proficient in 
medicine. The letters of Cortes to the King 
of Spain are testimony of the admiration 
with which he recognized the knowledge of 
Aztec physicians. Flores in his study of 
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Mexican medicine mentions the numerous 
skin diseases recognized by the Aztecs and 
their treatment. Although some of the cures 
mentioned would be considered somewhat 
farfetched in this antibiotic era, a careful 
investigation of the virtues of some of the 
plants mentioned may be a rewarding study. 

The Aztecs considered most skin diseases 
contagious and enforced isolation. Steam 
baths were often recommended for skin 
diseases, and their technique was carefully 
described. The use of spas and sulfur baths 
was often recommended. Mud packs were 
highly praised. The use of soothing oils for 
skin diseases characterized by dryness and 
scaling shows that the Aztec physicians 
were versed in the art of dermatologic 
topical therapy. The Incas, having found 
oil at the surface of the ground at the north- 
east coast of Peru, used it as a medicament 
in different skin diseases. 

The Indian artists of pre-Columbian 
times have helped in our evaluation of the 
extent of cutaneous disease of their time. 
Their realistic reproductions of cutaneous 
lesions on vases have been a he!» in tracing 
the presence of some diseases in the Amer- 
ican Continent before the arriv. of the 
Spanish. 

In the early periods of the ( »nquest 
occasional reference is made to syphilis, 
leprosy, and other diseases. However, these 
quotations come from laymen and their ac- 
curacy is doubtful. Pinta was mentioned in 
a letter by Cortes in 1520. In 1526 Oviedo 
initiated tropical medicine by a discussion 
on yaws and pinta and other diseases. In 
1540 there was an outbreak of verruga 
peruana among the troops of Pizarro, en- 
gaged in the conquest of Peru. From 1520 
to 1632 leprosy was reported in Santo Do- 
mingo, Mexico, Cuba, Peru, and Brazil; 
leprosari were established in those countries. 
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Dermatology as an independent branch of 
medicine did not begin until the end of the 
19th century and the first decades of the 
20th. Confronted with the intricacies of 
cutaneous diseases, some young physicians 
realized that their knowledge of the subject 
was rudimentary and decided to specialize 
in this field. 

A study of the life of the pioneers of 
dermatology in each country and the pattern 
of development of dermatology in Latin 
America shows several definite characteris- 
tics. 

The pioneers of dermatology in Latin 
America were trained in Europe. Because 
of the traditional cultural ties with France, 
most of them received their dermatologic 
training with the French masters of their 
time. Although some visited and studied in 
England, Germany, Austria, and other Eu- 
ropean dermatologic centers, it may be 
stated that l’Hopital St. Louis, of Paris, is 
the cradle of Latin American dermatology. 

After having completed their training, the 
pioneers returned to their respective coun- 
tries, soon to realize that the dermatologic 
problems they had to deal with were of a 
somewhat different nature from those they 
had observed in the European clinics. Be- 
sides the ordinary skin diseases, common 
the world over, many patients presented 
cutaneous manifestations about which the 
foreign training of these pioneers was of 
little or no value. Those serious and dis- 
abling diseases—leprosy, leishmaniasis, deep 
mycosis, rhinoscleroma, pemphigus foli- 
aceus, yaws, pinta—were huge problems to 
the native population. Confronted with this 
challenge, the pioneer dermatologists re- 
acted with vigor and determination. Appar- 
ently they resolved -to concentrate their 
research and study on those scourges afflict- 
ing their people, as their most valuable 
contributions are on the studies of these 
diseases. 

Since colonial times there has been little 
interrelationship between the countries of 
Latin America, and until very recently there 
was very little or no intercommunication 






between the different dermatologic centers 
of Central and South America. Great bar- 
riers have been thrown by nature. The 
Andes are the world’s longest continuous 
mountain group and one of the highest. The 
Amazon is the third longest river in the 
world, and the Brazilian jungle is the 
world’s largest. 

The conquistadores, mostly from Spain, 
colonized the greatest part of Latin Amer- 
ica, imposing the Spanish language and 
customs, but Brazil was conquered by the 
Portuguese, and therefore their language is 
spoken in the largest country in South 
America—another barrier to communication 
with their neighbors. 


The Pioneers 


I feel that we should now pay tribute to 
a few men who, singlehanded, fighting 
against enormous odds, became the founders 
of dermatology in Latin America. These 
pioneers toiled on virgin soil and are now 
deceased or retired. I shall proceed in 
alphabetical order, beginning with Argen- 
tina. 





Fig. 1—Baldomero Sommer. 








Argentina 

Baldomero Sommer (Fig. 1).—Dr. Som- 
mer was the father of dermatology in Ar- 
gentina. Born in Buenos Aires in 1857, of 
Scandinavian origin, he received his medical 
degree in 1884 at the University of Buenos 
Aires. Shortly afterward he went to Eu- 
rope to specialize in dermatology, a subject 
in which he became interested early in his 
medical career. In Vienna he studied under 
Kaposi, Neumann, and Riehl. After his 
return to Argentina, in 1892, he became 
chief of the ward of dermatology at the 
Hospital San Roque, today Ramos Mejia, 
which thus became the cradle of Argen- 
tinian dermatology. 

In 1892 he became Professor of Derma- 
tology at the University of Buenos Aires, 
the first professorship of our specialty in 
Latin America. In 1907 he founded the 
“Asociacién argentina de dermotologia y 
sifilologia,” and he was its first president. 

In 1892 he became Secretary General of 
the Internacional Congress of Vienna, and 
in 1897 was secretary of the International 
Conference of Leprosy, a position he held 
brilliantly, partly owing to his polyglot gift. 

Dr. Sommer published many articles on 
leprosy, syphilis, and deep mycosis. Inde- 
pendently of Freund, in 1917, he described 
berlocque dermatitis. He occupied the chair 
of dermatology from its foundation, in 
1892, until his death, in 1918. 

A kind gentleman of fine manners, he 
was equally at ease at the royal courts of 
Vienna as he was with the farmers of his 
own country. He made many devoted 
friends among his teachers in Europe and 
his pupils in Argentina. 

‘Mazxilmiliano Aberastury. — Succeeding 
Dr. Sommer, Dr. Aberastury was Professor 
of Dermatology and Syphilology from 1919 
to 1925. He had a clear intelligence and a 
keen spirit of observation, with a deep sense 
of responsibility with regard to the leprosy 
problem in Argentina. He vigorously fought 
until the law for the regimentation of lep- 
rosy, now known as the law of Aberastury, 
was approved. This law has helped con- 
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siderably to control the endemic areas of 
leprosy in Argentina. 

Pedro Luis Balita (Fig. 2).—Born in 
Lomas de Zamora, province of Buenos 


Fig. 2—Pedro Louis Balifia. 


Aires, in 1880, Dr. Balifia was Professor 
of Dermatology from 1925 to 1946, when he 
retired. He was a great teacher and created 
the school to which most of the present- 
day dermatologists of Argentina belong. 
He was a good administrator, and the or- 
ganization of his department at the Hospital 
Ramos Mejia showed his keen ability. He 
reorganized along efficient lines the clinical 
records of patients and histologic and pho- 
tographic files. 

He studied dermatology in Paris under 
Gaucher and later with Sabouraud, Milian, 
and Sezary. From 1909 to 1925 he was 
Chief of the Skin and Venereal Disease 
Department of the Hospital Espafiol. In 
1912 he returned to Europe, where he 
studied in Paris, Berlin, and Vienna. 

In 1925 Dr. Balifia succeeded Aberastury 
in the chair of dermatology and in his serv- 
ice at the old Hospital San Roque. His 
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great ability for teaching, by which it has 
been said he “described the patients like a 
painter,” attracted many young physicians 
to dermatology and is greatly responsible 
for the excellent quality of present-day Ar- 
gentinian dermatology. 

Pedro Enrique Fidanza (Fig. 3).—Born 
in 1883 and graduated from the University 





Fig. 3.—Pedro Enrique Fidanza. 


of Buenos Aires, Dr. Fidanza studied der- 
matology in France, England, Austria, and 
Germany. 

He was the first Professor of Derma- 
tology of the University of Rosario (Prov- 
ince of Santa Fé), from 1921 to 1940, when 
he died. He was the founder of an ex- 
cellent school of dermatologists from that 
city. 

His vast cultural background and knowl- 
edge allowed him to discuss with equal ease 
and interest a scientific problem, the quali- 
ties of painting and music, or a game of 
football. 

His kind, friendly, and dynamic _per- 
sonality allowed him to make many friends 
in Europe and this continent and a group of 
devoted friends and pupils. Because of his 





frequent visits to Europe and especially to 
France, it may be said that he was an 
Ambassador of Argentinian dermatology to 
the Old World. 

José J. Puente (Fig. 4).—Dr. Puente was 
born in 1896; he received his medical de- 
gree in 1919. Early in his medical career 
he became interested in dermatology and 





Fig. 4.—José J. Puente. 


paid special interest to the histopathology of 
the skin. An enthusiastic, hard working, 
and efficient organizer, he played an im- 
portant role in the campaign against 
venereal disease and leprosy. One of his 
most important studies was on cheilitis 
glandularis simplex, which the French au- 
thors designate as Puente’s disease. 

In 1933, by competitive examination, he 
became Associate Professor, and he prob- 
ably would have arrived at a higher posi- 
tion if his career would not have been 
ended by his death at the age of 46. 


Brazil 
Eduardo Rabello.— Born in 1876 in Rio 


de Janeiro, Dr. Rabello received his med- 
ical degree in 1920. He visited European 
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dermatologic centers and in 1914 studied at 
Hopital St. Louis in Paris. On his return 
to his country he became Clinical Professor 
of Dermatology and Syphilology, by com- 
petitive examination, in 1915. After 10 
years of hard work in this position he be- 
came Professor of Dermatology and 
Syphilology. 

He made many valuable contributions to 
the study of the dermatomycoses, which he 
had studied in Paris with Sabouraud. Leish- 
maniasis, syphilis, and especially leprosy 
were also objects of his interest. He was 
a pioneer in the study of the tuberculoid 
type of leprosy. 

An excellent teacher and a tireless in- 
vestigator, he attracted many talented young 
physicians to dermatology. His own son was 
one of them and is today Professor in the 
chair formerly held by his father. 

Adolpho C. Lindenberg.—Dr. Lindenberg 
was Professor of Dermatology at the Uni- 
versity of Sao Paulo. Deeply interested in 
research, he made many interesting clinical 
studies and animal experiments on a variety 
of skin diseases, especially psoriasis. He 





Fig. 5.—Silva Araujo. 
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was well known in Europe, which he visited 
regularly, and he published most of his 
papers in European dermatological jour- 
nals, especially in Germany. 

Silva Araujo (Father) (Fig. 5).—One of 
the pioneers of dermatology in Rio de 
Janiero, Dr. Araujo founded the derma- 
tologic service of the Policlinica Geral, in 
1882. He began the publication of an Atlas 
of Skin Diseases, which was never com- 
pleted. The first two volumes, dedicated to 
the epidermomycoses, were published in 
1878. A third volume included his valua- 
ble studies of 400 cases of elephantiasis, 
personally observed. An excellent teacher, 
he became the founder of a large derma- 
tologic school. His son was one of his 
pupils. 

Werneck Machado (Fig. 6).—Dr. Mach- 


‘ado continued the work of Silva Araujo in 


the same service from 1900 to 1929 and 
continued the work on mycosis, making 
many original contributions. He published 
a textbook on dermatology in 1920. 


Colombia 
José Ignacio Uribe.-—A kind man and an 
excellent teacher, Dr. Uribe, after graduate 





Fig. 6—Werneck Machado. 
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training in Europe, especially in Paris, be- 
came Professor of Dermatology of the Uni- 
versity of Bogota, Colombia, in 1911. He 
held this position for 21 years and succeeded 
in arousing the interest of his pupils in 
cutaneous diseases. Unfortunately he left 
very few written articles, but he inspired 
many publications and theses on derma- 
tological subjects and especially leprosy. 


Cuba 


Raimundo Menocal (Fig. 7).—Dr. 
Menocal was born in 1856 on a coffee plan- 





Fig. 7—Raimundo Menocal. 


tation. He was the son of one of the oldest 
families in Cuba. He studied in Madrid, re- 
ceiving honors, and finally obtained his med- 
ical degree at the University of Havana. 
When the Revolutionary War against Spain 
broke out, he abandoned his practice and 
became treasurer of the revolutionary Junta 
and moved to New York, where he prac- 
ticed for four years. At the end of the 
war he became Professor of Surgery at 
the newly organized Medical School. In 
1900 he was asked to accept the newly 


founded chair of dermatology and syphilol- 
ogy. Although Dr. Menocal insisted that he 
was not a dermatologist, Dr. Varona, then 
the Minister of Education, who was re- 
organizing the University, answered that he 
knew of his love for study and that he 
would make a great dermatologist. Menocal 
then accepted. The prophecy of Varona be- 
came a reality. Dr. Menocal, after intensive 
years of study, became a great self-made 
dermatologist and a beloved teacher. He is 
is founder of the Cuban school of Derma- 
tology, and some of the well-known derma- 
tologists of the present day were his pupils. 


Ecuador 


José V. Payeze Gault——Born on March 
6, 1878, Dr. Gault received his medical de- 
gree on Sept. 29, 1904. He successively be- 
came Professor of Surgery, Internal Med- 
icine, and Urology. He became interested in 
skin diseases and in April of 1919 became 
Professor of Dermatology, a position which 
he held until his death, on Aug. 25, 1928. 
On different occasions he visited Europe and 
the United States in order to attend derma- 
tologic centers and medical meetings. 

He was active at the University and 
occupied the position of Assistant Dean and 
then Dean of the Medical School. Dr. Gault 
also occupied different government posi- 
tions: councilman, governor of his state, 
representative to the legislature, and secre- 
tary to the embassy in London. 


Mexico 

Rafael Lucio y Najera (Fig. 8).—Born 
in Jalapa, Mexico, in 1819, Dr. Lucio grad- 
uated with honors from the University of 
Mexico. In 1851 he became Professor of 
Internal Medicine, a position he held for 30 
years. 

Dr. Lucio became interested in leprosy 
early in his career. He was appointed Di- 
rector of the Hospital San Lazaro in 1843. 
In the 18 years he occupied this position he 
made many interesting clinical observations 
and together with Alvarado published a 
monograph on mal de San Lazaro. In this 
publication he described the clinical form 


653 






PET 













Fig. 8—Rafael Lucio y Najera. 


of the disease which was later called in 
Mexico Lucio’s form of leprosy. He was 
a keen diagnostician and became famous for 
accurate diagnoses, asking very few ques- 
tions of the patients. He was a man of many 
interests, loved art, painting, and music. 
He wrote monographs on subjects of inter- 
nal medicine and on Mexican painters of the 
17th to 18th centuries. 

Dr. Lucio died in 1886, at the age of 67. 

Ricardo E. Cicero (Fig. 9).—Born in 
Mexico City on Aug. 8, 1869, Dr. Cicero 
graduated as a physician from the Medical 
School in June of 1890. He studied derma- 
tology at l’Hopital St. Louis in Paris under 
Fournier, Besnier, Hallopeau, Gaucher, and 
Brocq. In 1903, having returned to Mexico, 
he obtained by competitive examination the 
chair of Professor of Clinical Dermatology, 
which he occupied until his death in an 
automobile accident in 1935. Dr. Cicero in- 
troduced roentgen-rays epilation ana _ thal- 
lium acetate in Mexico for the treatment of 
ringworm of the scalp. He participated in 
many congresses and wrote 81 articles, many 
of them on leprosy. 
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Fig. 9.—Ricardo E. Cicero. 


Jesus Gonzales Uretia—Gonalez Urena 
received his dermatologic training in France 
at l’H6épital St. Louis. Shortly after re- 
turning to Mexico he became Assistant 
Chief and later Chief of the Dermatologic 
Service of the General Hospital, the largest 
teaching center of dermatology in Mexico, 
where all present-day dermatologists have 
received their training. He became inter- 
ested in mycology and made careful studies 
on the dosage of thallium acetate for the 
treatment of tinea capitis, a method with 
which he treated over 1000 cases without ill 
effects, publishing his findings in a mono- 
graph written in French. He voluntarily 
retired from the professorship in 1929. 


Peru 


Daniel A. Carrién (Fig. 10).—Although 
he was not a dermatologist, in fact not even 
a physician, a review of the pioneers of 
dermatology in Peru would not be just with- 
out mentioning Daniel Carrién. Born in 
1858, son of a physician, while still a med- 
ical student he became interested in the 
etiology of verruga peruana. On Aug. 17, 
1885, he volunteered to be inoculated with 
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Fig. 10—Daniel A. Carrién. 


blood of a patient with verruga and shortly 
after developed symptoms of Oroya fever. 
He kept a careful diary describing all the 
symptoms, until his death on Oct. 5, 1885. 
He proved that Oroya fever was a malig- 
nant form of verruga peruana. As a 
posthumous appreciation for his sacrifice, 
the disease is now called Carri6n’s disease. 

Edmundo Escomel (Fig. 11).—Al\though 
not a dermatologist, Escomel deserves a 
place among the pioneers of our specialty 
because of his remarkable discoveries in 
cutaneous and tropical: diseases. Escomel 
was born in 1879. He studied at the Uni- 
versity of San Marcos (the oldest in 
America) and received his medical degree 
in 1908 from the Faculty of Medicine of 
the University of Paris. He made many 
special studies in Germany, Italy, Spain, and 
the United States. Always fascinated by 
the study of parasitology, when he returned 
to Peru he concentrated on this subject and 
tropical diseases. Successively he attacked 
American leishmaniasis, the deep mycoses 
leprosy, and verruga peruana, and he made 
many outstanding contributions to their 











Fig. 11—Edmundo Escomel. 


knowledge. A prolific writer, he published 
more than 450 papers. 

He was the recipient of many honors, 
among them a public homage in 1927 by 
22 countries of three continents for his 
scientific contributions. His work has been 
summarized in a two-volume edition printed 
by the Peruvian Government. 

In addition to his interest in medicine, Dr. 
Escomel is one of the greatest authorities 
on Inca pottery and archeology. His home 
is a museum in which many precious speci- 
mens of early Inca civilization are kept. 


Uruguay 

José Brito Foresti (Fig. 12).—Born in 
Montevideo in 1870, he graduated with hon- 
ors as Doctor of Medicine in 1894. He at- 
tended |’Hopital St. Louis and was a pupil 
of Bernier, Fournier, Hallopeau, and 
others. He also visited clinics in Italy, Eng- 
land, and Germany. 

Returning to Uruguay in 1897, he became 
chief of the first dermatological clinic at 
the Hospital Maciel. He founded the So- 
ciedad Uruguaya de Dermatologia y Sifilo- 
grafia. By competitive examination, he be- 
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Fig. 12.—José Brito Foresti. 


came the first Professor of Dermatology 
and syphilology at the Medical School in 
1908. 

He published many articles in local med- 
ical journals on leprosy, cutaneous tuber- 
culosis, psoriasis, and venereal diseases. 


Venezuela 


M. Pérez Diaz.—Born in 1872, Dr. M. 
Pérez Diaz was the founder of his specialty 
in Venezuela. He graduated in 1895 and 
studied skin diseases for ‘three years in 
different clinics in Europe. After he re- 
turned to Venezuela he was appointed Chief 
of the Dermatology Service of the Vargas 
Hospital in March of 1905. In 1910 he be- 
came General Inspector of the Leprosarium, 
and in the same year the Chair of Derma- 
tology was inaugurated. He published many 
papers on different dermatological subjects, 
especially syphilis and leprosy. In 1928 he 
retired from the University and the Vargas 
Hospital, and he died in 1931. 

Present-day dermatology in Latin Amer- 
ica has been built on a solid foundation. 
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The singlehanded work performed by the 
pioneers has been fruitful. At present 
dermatology is taught in almost all medical 
schools and is respected by other specialists. 
The pupils of the pioneers now charged 
with the responsibility of leadership have 
met the challenge and have continued to 
attract new students into the field. A derma- 
tologic chain reaction sparked by the genius 
of the pioneers has resulted in a multiplica- 
tion of the number of dermatologists. 
Judging by the membership of dermatologic 
societies, there are approximately 800 
dermatologists in Latin America. The 
largest numbers are in Brazil, with 268, 
and Argentina, with 250. Mexico, when 
visited by Dr. Howard Fox—a pioneer in 
inter-American dermatologic relations—had 
only 6 dermatologists in 1930, while it now 
has more than 50. Cuba, with a population 
of 4,000,000, has more than 30. The de- 
velopment of dermatology in Latin America 
is shown by the number of dermatological 
journals.- Two are published in Argentina, 
two in Cuba, one in Brazil, and one is to 
appear in Mexico. One journal published 
in Brazil is dedicated to leprosy. 

A definite change has occurred in 
dermatology in Latin America in recent 
years. In the last decade, partly as a result 
of World War II, when the European cen- 
ters were inaccessible, and partiy as a result 
of the growth and greater development of 
American dermatology and teaching centers, 
more and more young physicians are com- 
ing to the United States for their derma- 
tologic training. Some come for refresher 
courses, but most come to acquire their 
dermatologic experience in this country. 
Many of them have already completed their 
studies and have returned to their countries. 

Another favorable change has occurred 
in Latin American dermatology. With the 
increasing use of the airplane as a means 
of transportation, dermatologic centers and 
their leaders have been brought close to- 
gether. This has brought about the ex- 
changing of ideas, a development that will 
be beneficial to all concerned. 
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Dermatologic Societies—Soon after der- 
matology became recognized as a specialty, 
dermatologic societies made their appearance 
in different countries. The earliest was in 
Argentina, “La Asociacién argentina de 
dermatologia y sifilografia’” founded in 
1907. Others were founded later, the 
Brazilian in 1912 and the Cuban in 1928. 

Dermatologic Research in Latin Amer- 
ica.—The achievements of Latin American 
Dermatology have been many. Any attempt 
to summarize them would be of necessity 
incomplete. The pioneering work of Esco- 
mel in leishmaniasis and deep mycosis has 
long been recognized. The studies of South 
American blastomycosis and other deep 
fungus infections by Brazilian and Argen- 
tinian dermatologists have been received 
with universal recognition. The studies of 
pinta in Cuba, where the causative organism 
was discovered, and in Mexico, where clin- 
ical and serologic studies were made, have 
helped us to understand this peculiar 
treponematosis. The study of pemphigus 
foliaceus in Sao Paulo, in a hospital dedi- 
cated to this disease only, has been outstand- 
ing. 

The disease in which Latin American der- 
matologists have contributed the most orig- 
inal observations is leprosy. In practically 
every country, from the pioneers to present- 
day dermatologists, this disease has been 
constantly under careful scrutiny. Under 
the leadership of the Brazilian and Argen- 
tinian schools, the Mexican, Cuban, Vene- 
zuelan, and Colombian leprologists have 
shaped their observations into what is 
known as the South American classification, 
which was accepted as the official classifica- 
tion of leprosy at the International Congress 
of Havana in 1949 and again accepted, with 
minor modifications, at the Congress of 
Madrid in 1953. Always in the vanguard, 
Latin American leprologists are leading now 
in the study of BCG as a possible prophylac- 
tic method in leprosy. 

Research is hampered by the lack of 
funds. Full-time teachers and investigators 
in dermatology do not exist in Latin Amer- 


ica. Technicians are few, and with some 
exceptions. the equipment for modern re- 
search on basic sciences of dermatology is 
deficient. In spite of their difficulties, the 
larger dermatological centers in Argentina 
and Brazil have been making valuable con- 
tributions to the study of leprosy, metabolic 
and endocrine diseases, and cancerology. 


The Teaching of Dermatology in 
Latin America 


In general it may be stated that under- 
graduate teaching of dermatology in Latin 
America is excellent. The teaching is 
handled “by experienced clinicians in large 
hospitals where the clinical material is 
abundant. It is fortunate that a good prac- 
tical background of dermatology may be ob- 
tained from the mere observation of the pa- 
tients and clinical demonstrations of the 
instructors without expensive equipment, as 
the budget assigned to our specialty in most 
medical schools is usually meager. But it is 
also fortunate that most Latin American 
medical schools have recognized the impor- 
tance of dermatology in their countries as an 
independent and essential branch of med- 
icine and have not hampered its activity by 
placing it under another branch of medicine. 

Dermatology occupies an important place 
in the curriculum. The allotment of time 
required for the proper teaching is usually 
generous, as compared with medical schools 
in this country and Europe. As much as 
200 hours of theoretic and practical work 
is given in some schools, with an average 
of about 100 in others. The drawback -in 
the teaching of dermatology is the unusually 
large classes, with resulting overcrowding of 
clinical sessions. This difficulty is often 
handled, as it is in the University of Ha- 
vana, by dividing the students equally be- 
tween the professor and associate professor 
and having them attend separate courses in 
separate hospital services. 

The teaching of the postgraduate students 
specializing in dermatology is still in its 
developmental stage. Only in Argentina, 
where Dr. Pierini is Professor of the Grad- 
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uate School, does there exist a one-year post- 
graduate course in dermatology. In other 
countries the teaching is unorganized, as it 
was in this country about 20 years ago. The 
student interested in dermatology usually 
spends part of his time in the dermatologic 
services as an intern and later as a physician 
attends the clinics and wards in the morn- 
ing for several years. There is no equiva- 
lent of the American Board of Dermatology 
and Syphilology. 


The Future of Dermatology in 
Latin America 


I have summarized the past, outlined the 
present, and now I feel that we should try 
to look into the crystal ball for the future 
of dermatology in Latin America. 

We have seen that dermatology in Latin 
America is at present in full development. 
More and more teaching centers have been 
created. The number of dermatologists has 
grown from a handful of scattered pioneers 
to about 800 and continues to grow. Special- 
ists formerly available only in the capitals 
are now found in smaller cities. Dermatol- 
ogic societies and dermatologic journals 
have multiplied. Textbooks and monographs 
are increasing in number. Research has re- 
ceived a great impetus and covers many 
phases inthe field of cutaneous medicine. 

More graduate facilities would undoubt- 
edly be beneficial. Also, more regional 
meetings, gathering the dermatologists of 
Centrai America, the Caribbean, and the 
Pacific and Atlantic coasts together, would 
consolidate knowledge and greatly enhance 
the position of dermatology. 
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We may ask ourselves, what role should 
we play in the future of Latin American 
Dermatology? Dermatologists from Latin 
America are looking toward the United 
States with the same respect and admiration 
that the pioneers felt toward the European 
masters: But this time there is a difference. 
They are now full-fledged dermatologists, 
coming from well-recognized dermatological 
schools with ideas of their own. Therefore 
the relationship should be on an equal basis. 


They can learn just as much from us as 


we can learn from them. 

As they are entrusting us with their 
pupils we have a responsibility to fulfill in 
their teaching. 

The American Academy of Dermatology 
and Syphilology has already taken an im- 
portant step by including nonresidents in 
their membership. Possibly in the future 
branch meetings could be held in some Latin 
American countries, following the example 
of the Academy of Pediatrics and the Amer- 
ican College of Physicians. 

Greater facilities should be given to 
Latin American physicians specializing in 
our dermatologic centers through fellow- 
ships. The American Board of Dermatol- 
ogy should possibily authorize certification 
of nonresidents, thus stimulating study and 
guaranteeing a minimum of knowledge for 
the students taking our courses. 

I shall conclude by stating that, built on 
solid foundations, dermatology in Latin 
America is still young, but energetic and 
growing. Its best years are yet to come. 

3 E. 69th St. (21). 








UMI 








UMI 


ys CKaitcsiniaical gf of 
ho Me enced eT Cee 


ROGER LAUBENHEIMER, M.D., Milwaukee 
and : 
ARTHUR C. CURTIS, M.D., Ann Arbor, Mich. 





In a large general hospital the treatment 
of advanced skin carcinomas is usually 
handled by the surgical and/or radiological 
departments. Frequently, in such cases, the 
surgeon is reluctant to operate because pre- 
vious operations may have failed to cure 
the patient or the extent and uncertain defi- 
nition of the neoplasm may make surgery 
inadvisable. The radiologist is often in a 
difficult position because the limit of radia- 
tion has usually already been reached, pre- 
cluding further use of x-ray or radium. 
The location of the neoplasm and its ill 
defined margin may further hamper the 
radiologist. Under such circumstances these 
unfortunate patients sometimes remain un- 
treated and sometimes are subjected to 
heroic surgery. Chemosurgery offers a 
form of treatment that is neither: heroic nor 
inadequate for such cases. 

Chemosurgery is a term coined by Mohs 
for his technique of the microscopically 
controlled removal of a cutaneous neoplasm. 
The procedure is done in the following 
steps: (1) chemical fixation of the tissues 
in situ; (2) excision and pathologic identi- 
fication of a layer of fixed tissue; (3) sys- 
tematic microscopic search for cancer in 
each layer of tissue by frozen section:* 

Since 1936 Mohs has successfully used 
this technique for the treatment of cutane- 
ous malignancy in humans with results su- 
perior to those reported by any other 
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method of destruction. He reports 94% 
cure rate on 1554 cases of basal- and 
Squamous-cell carcinomas followed for five 
years.?, Magnussen, of Radiumhemmet, at 
Stockholm, Sweden, using x-ray, radium, 
electrosurgery, and surgery, reports a cure 
rate of 82.6% for a similar series? A 
more recent report from the Radiumhem- 
met on 6128 cases reveals a five-year cure 
rate of 87.6%.* Lunsford and co-workers 5 
have recently reported use of chemosurgery 
with regards to its applicability to private 
dermatological practice. 


Technique 


The gross lesion on the skin is excised 
surgically under local procaine anesthesia,® 
or it may be excised after a heavy applica- 
tion of the fixative. Tissue excised in this 
manner consists only of visible neoplasm. 
A small ring curette enables the operator 
to remove residual neoplasm from the base 
and to locate pockets. A vertical frozen 
section of the excised lesion is then exam- 
ined microscopically and the remainder of 
the removed tissue is sent to the pathologist, 
where a routine paraffin section is made for 
confirmation of the diagnosis and perma- 
nent record. 

“If the diagnosis proves to be a carcinoma, 
the fixative (consisting of 34.5 cc. zinc 
chloride saturated [4:1] solution, 40 gm. 
stibnite, and 10 gm. sanguinaria) is applied 
in a thickness sufficient to penetrate 2 or 3 
mm. of tissue. The degree of penetration 
obtained is proportional to the thickness of 
the layer of fixative applied and the time 
it is allowed to remain in place. The fixative 
is held in place by a thin layer of cotton 
cut to the pattern of the lesion and by an 


659 








occlusive petrolatum and cotton dressing to 
prevent drying. 

Approximately 24 hours later the fixed 
layer-is excised with a sharp knife (e. g., 
Bard Parker No. 15) in a horizontal plane, 
making pieces roughly 1 sq. cm. in size. 





Figure 1 


This excision is made entirely through fixed 
tissue so that there is no pain or bleeding. 
Frozen sections are cut in a_ horizontal 
plane from the under-surface of each of the 
flattened specimens, mounted, and stained 
with a modified hematoxylin and eosin 
technique.® 

For orientation of the excised pieces, a 
map of the entire lesion is drawn on paper. 
As each piece is excised, it is numbered 
consecutively and the edges are dyed with 
red or blue stains. Appropriate symbols are 
recorded on the map. Each piece is exam- 
ined microscopically, and any neoplastic 
infiltration can be accurately located on the 
symboled map, which in turn orients the 
neoplasm on the patient. Further applica- 
tion of the fixative is limited to the neo- 
plastic areas, and the process repeated until 
a cancer-free plane is reached. The remain- 
ing fixed tissue separates usually in one 
week, leaving a clean infection-resistant 
granulating surface which heals rapidly, to 
form a soft, smooth scar of surprisingly 
acceptable appearance. 

The patients reported herein are “prob- 
lems” which have been seen in our Visible 
Tumor Conference and illustrate the value 
of the chemosurgical technique in the man- 
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agement of extensive or difficult-to-treat 
carcinomas. 


Report of Cases 


Case 1 (Fig. 14, B, and C)—A 79-year-old 
white man was admitted to the University Hos- 


(Case 1) 


pital in 1952 with a linear nodular deformity of 
the lower lip, predominantly on the inner surface. 
This area had been treated with radium in 1925 
and again"in 1935. In 1948 electrodesiccation and 
curettage were employed. When seen in 1952 a 
pathological study of the tissue revealed non- 
cornifying squamous-cell carcinoma without pal- 
pable lymph nodes, and the area was treated with 
5350 r (factors were 120 kv., 10 ma., target-skin 
distance [TSD] 20 cm. 3 mm. AI filter, half- 
value layer [HVL] 4.1 mm. Al, 132 r/minute in 
air) over a 16-day period. In 1953 after a recur- 
rence became evident an S-excision of the lower 
lip was done. In 1955 a 1.5X1 cm. nodular lesion 
was found on the inner and upper surface of the 
lower lip, slightly to the right of the mid-line. 
There was scarring, depigmentation, pigmentation, 
and alopecia in the previously irradiated area. 

This patient had also developed a lymphoblastoma 
in the left neck and left groin, which had re- 
sponded to irradiation in 1954. 

The discussion and recommended course of 
treatment by the Visible Tumor Conference were as 
follows: Further irradiation was deemed inad- 
visable, for this carcinoma had not responded to 
this treatment in the past and further irradiation 
would probably result in radiation necrosis. Sur- 
gery would require an excision of the lower lip 
and possibly even of the mandible, with extensive 
plastic repair of the defect. This could not be 
ccnsidered because of the poor surgical risk and 
previous failure of an excision. In consideration 
of all these facts, -chemosurgery alone seemed 
promising and was performed. Probably because 
of the previous irradiation, fixation of the tissue 
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by the chemical was more rapid and deep than 
usual. After three selective applications of the 
fixative a cancer-free. plane was reached. The 
slough occurred quickly, and at the end of one 
month the entire area had healed. In spite of 


some drooling while eating the patient was well 
satisfied with the result and when seen four months 
later refused plastic repair of the defect. 

The removal of this patient’s carcinoma by this 
technique was accomplished without undue trauma 
and without the risk of a general anesthesia., 





Case 2 (Fig. 2A, B, and C).—A 72-year-old 
white woman was seen at the University Hospital 
in November, 1954, with a basal-cell carcinoma on 
her nose which had been present for three years. 
This lesion had been treated by her local physician 
on three different occasions with an alleged total 
of 10,000 r (factors unknown). A biopsy confirmed 
the clinical diagnosis, and treatment with 5000 r 
(120 kv., 10 ma. TSD 20 cm. 3 mm. AI filter, 
HVL 4.1 mm. Al, 144 r/minute in air) over 24 
days was administered. Five months later nodu- 
larity and keratosis were noted in the 1X1.5 cm. 
previously treated area. Another biopsy confirmed 
the clinical impression of a recurrent basal-cell 
carcinoma. ; 

The problem and discussion as presented at the 
Visible Tumor Conference are summarized as 


Figure 2 


follows: The case was a recurrent basal-cell 
carcinoma of the nose following radiation. Further 
radiation was deemed inadvisable. Surgery would 
require a wide excision, with probable perfora- 
tion into the nasal cavity necessitating plastic re- 
pair. The outcome would have been doubtful. This 
procedure could only be contemplated as a last 
resort, and therefore chemosurgery was performed. 
The complete removal of the neoplasm was ac- 
complished with one application of the fixative. 
The outer shell of the nasal cartilage was sacri- 


(Case 2) 


ficed, but perforation of the nasal mucous mem- 


brane could fortunately be avoided. After one 
month the area had healed with a thin but cos- 
metically acceptable scar, and four months later 
the scar was found firm and apparently free of 
neoplasm. 

CasE 3 (Fig. 34, B, and C).—In May, 1955, 
a 59-year-old white man was seen at the University 
Hospital with a 1X1.4 cm. ulceration on the outer 
rim of the left ear. This lesion had been present 
for three years and had been treated with an un- 
known amount of irradiation by his local physician, 
without apparent benefit. A biopsy revealed a 
highly invasive cornifying squamous-cell carcinoma. 


There were no palpable cervical lymph _ nodes. 
Because of the previous treatment and the location 


of the lesion over cartilage, further irradiation was 





Figure 3 (Case 3) 
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deemed inadvisable. Surgery was contemplated, but 
since the extent of the lesion was not grossly 
visible an extensive procedure with removal of 
most of the ear would have been required. Chemo- 
surgery was decided upon. A neoplasm-free plane 
was reached after two selective applications of 
the fixative. It was found that the neoplasm had 
extended into the cartilage for more than 1 cm. 
beyond the grossly visible neoplasm. After one 
month the area had healed, leaving a defect of the 
outer rim of the ear which can easily be repaired. 


Comment 


These three cases illustrate that chemo- 
surgery can fill a gap in the treatment of 
skin carcinomas. In patients who are too 
old or whose health does not permit sur- 
gical procedures and general anesthesia, the 
chemosurgical technique can still be applied. 
The removal of the grossly visible carci- 
noma is done under local anesthesia. The 
application of the fixative is followed by 
some pain, which is usually relieved with 
acetylsalicylic acid but occasiona!'y requires 
codeine. After the fixative penetrates the 
tissue, the fixed pieces are excised in a 
horizontal plane. The excision is within the 
fixed tissue and, therefore, is painless and 
without bleeding. Loss of blood, then, is 
not a consideration. In general, the pro- 
cedure is well tolerated (Mohs reports four 
deaths in 1554 cases, one due to procedure, 
three due to intercurrent disease *). 

In lesions around the nose, ears, eyes, 
lips, hands, and genitals, where it is im- 


perative to conserve as much normal tissue. 


as possible, chemosurgery sacrifices only 1 
to 2 mm. beyond the neoplasm. 

This technique with its microscopic con- 
trol enables the operator to destroy selec- 
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tively the “silent” extensions often observed 
in association with refractory neoplasms. 
After a cancer-free plane is reached, 
granulation tissue and epithelization rapidly 
occur. The scar is in most cases satisfac- 
tory from a cosmetic point of view. There 
is no damage to the vascular supply as 
occurs following irradiation. If a defect 
requires plastic repair, this is readily 
accomplished, because normal healthy tissue 
constitutes the base. If a recurrence or 
another neoplasm develops in any areas 
treated by chemosurgery, repetition is not 
precluded. Chemosurgery is usually done 
on an out-patient basis, and it therefore 
lends itself to the practice of dermatology, 
providing the operator is well trained and 
able to equip himself with the necessary 


_ facilities for doing the procedure. 


425 E. Wisconsin Ave., Milwaukee 2. 
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During the course of improvement in 
design of nuclear devices, several accidents 
have occurred involving irradiation of per- 
sonnel with radioactive materials resulting 
from experimental detonations. Knowlton 
and associates! described burns on_ the 
hands of four persons who were handling 
fission-product material. Beta lesions and 
epilation in a large number of Marshall 
Island people have been described * result- 


ing from fall-out contamination following ° 


detonation of a large thermonuclear device 
in the Pacific in the spring of 1954. This 
was the same incident in which 23 Japanese 
fishermen on the “Lucky Dragon” were in- 
volved. The lesions in this group were 
similar to those in the Marshallese.* There 
were also a number of American service 
men who received minor skin lesions in 
this incident. This report concerns an addi- 
tional case of an Air Force Officer who 
developed a skin lesion which was ap- 
parently due to contamination with fission 
products following the same detonation. 


Report of a Case 


This 42-year-old Air Force officer was in charge 
of transportation of radioactive samples from the 
Pacific proving grounds to the United States. He 
had no specific knowledge that he had become 
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contaminated at any time, but remembers an acci- 
dent involving spillage of radioactive samples in 
the aircraft. Several weeks later he experienced 
a tingling, itching sensation on the right side of 
his forehead and noted a pink, slightly depigmented 
area about an inch in width extending from the 
hairline down to and including the upper right 
eyebrow and eyelid. The lesion was hyperesthetic 
to touch or washing. A dry, scaly desquamation 
was observed. The surface at no time was moist 
or “weeping.” He also noted an increased ‘ten- 
dency of the area to become reddened and irritated 
on exposure to sunlight while the surrounding un- 
affected skin tanned without symptoms. These 
symptoms gradually subsided over the next few 
months~ but did not entirely disappear. About 
three to four months after he first noticed the 
lesion, he noted that he was losing hair. from his 
right eyebrow (in the inner two-thirds), and this 
continued over a period of several weeks. Re- 
growth of hair occurred within a month or two, 
but the new hair was white. Minimal symptoms 
of hyperesthesia and sensitivity to sunlight have 
persisted. 

Examination at this time shows a slightly ery- 
thematous, depigmented area about 1 in. wide ex- 
tending from the hairline on the right side of the 
forehead to the right eyebrow (Fig. 1). The right 
eyebrow, upper lid, and a small area lateral to the 
eye on the malar region show less depigmentation. 
The lesion stands out in contrast to the normally 
pigmented area surrounding it. The affected area 
on the forehead is slightly elevated but not atrophic. 
No desquamation is evident at this time. The 
lesion is hyperesthetic to touch. The right 
eyebrow is white in the inner two-thirds and black 
in the outer one-third. The hair of the left eye- 
brow is black with no white hairs. The white hair 
of the right eyebrow is longer than the hair of the 
left eyebrow. 

Histopathology.—The biopsy material was taken 
to include the margin of the lesion and a portion 
of adjacent normally pigmented skin. The region 
from which the tissue was taken is indicated by 
the arrow in the insert, the smaller area of nor- 
mally pigmented skin extending to the left. This 
is taken as a basis of comparison of the two por- 
tions of the section. 

The entire surface shows a thin keratin layer, 
slightly thicker over the nonpigmented portion of 
the epithelium. The epithelium otherwise is of 
relatively uniform thickness. There appears to be 
no variation in the distribution of cells or cell 
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Fig. 1.—Clinical appearance of lesion, approximately 14 months after onset. (June, 1955). 
Insert shows approximate location of biopsy section. Fig. 2—Low-power view of biopsy 
section stained by Gomori aldehyde fuchsin technique. There is no significant variation in the 
number or appearance of the special skin structures. The dark superficial subcutaneous areas 
indicate degenerative elastosis more or less evenly distributed throughout the tissue section. 
Vertical arrow indicates the approximate site of the pigmented-nonpigmented junction. Blocks 
in the subcutaneous area indicate areas photographed to indicate qualitative changes in elastic 
tissues. These were taken at a fixed distance below the surface in the area underlying the pig- 
mented and ier pti surface as indicated. Reduced about 35% from mag. X 16 (AFIP 
Neg. No. 55-19 96). Fig. 3—A portion of the subcutaneous area underlying the nonpigmented 
epithelium, showing at the central portion an area of connective tissue with an irregular pattern 
es Tae of radiation damage. Hematoxylin and eosin; reduced about 35% from mag. X 95 
(AFIP Neg. No. 55-16767). Fig. 4.—Section taken from the area indicated in Figure 2, show- 
ing normal configuration of elastica. This is taken from the area outside the depigmented bone. 
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BETA RADIATION SKIN LESION 


types. The difference in pigment in the region 
of the basal layer has been noted. The superficial 
corium shows relatively uniform papillae. There 
is moderate vascularity with no apparent changes 
within the vessel walls. There are relatively fre- 
quent groups of mononuclear cells present in the 
subcutaneous area, often in relation to the small 
vessels, but with no appreciable difference in dis- 
tribution throughout the subcutaneous area. There 
are, in the superficial corium regularly spaced 
areas of basophilic hyaline and granular degenera- 
tion of the collagenous and elastic tissue. These 
are well circumscribed and appear with regularity 
in the superficial corium beneath both pigmented 
and nonpigmented areas. There are large numbers 
of sebaceous gland structures through the subcu- 
taneous tissue placed with regularity in association 
with hair structures. No abnormalities of these 
sebaceous glands or of the sweat structures are 
noted. The surrounding connective tissue varies 
in density, appearing less dense in the superficial 
areas. .\ few areas: (center of Fig. 3) show the 
irregular pattern of connective tissue with large 
fibroblasts suggestive of radiation effect. 

The collagen and elastic tissue was examined in 
relation to vertical distribution through the entire 
subcutaneous area beneath the pigmented and non- 
pigmented areas. The deepest portions of the sub- 
cutaneous tissues beneath pigmented and nonpig- 
mented skin showed completely similar appearance 
of the collagen and elastica, the latter appearing 
as sharply staining and well-defined strands of 
elastica (Gomori aldehyde fuchsin stain for elas- 
tica). The intermediate areas of the subcutaneous 
tissue displayed, however, some differences in the 
distribution and staining of the elastic tissue. 
Figures 4, 5, and 6 represent areas of the inter- 
mediate (in depth) subcutaneous tissue, each pho- 
tomicrograph taken at exactly the same distance 
beneath the skin surface, orientation as indicated 
in Figure 2. The elastica beneath the pigmented 
area is sharply outlined and normial in appearance. 
The elastica beneath the nonpigmented area is 
irregular in outline, fragmented, beaded, and vari- 
able in staining reaction. 


Diagnosis and Comment 


A diagnosis of beta radiation lesion was 
made in ‘this case on the basis of the follow- 
ing considerations. The history of the case 


strongly suggests radiation damage since 


the lesion developed several weeks after 
handling and spillage of radioactive ma- 
terials. In addition, this officer has had a 
long-standing habit of massaging the right 
side of his forehead and right eyebrow 
region with his thumb and index finger 
so that any contamination of his hands 
would likely be rubbed into the skin of 
that area. The erythematous, scaling lesion 
with symptoms of itching and burning, 
sensitivity to sunlight, hyperesthesia, and 
epilation of hairs of the eyebrow is con- 
sistent with radiation damage. 

The tissue changes are of minimal degree 
when considered by general morphologic 
criteria. Comparison of pigmented and non- 
pigmented areas does reveal differences in 
the elastic tissue below the superficial 
corium. It is apparent that the moderately 
extensive elastosis, not unusual for this 
location and age group, might well mask 
changes in the superficial subcutaneous tis- 
sue. Epithelial changes particularly are ab- 
sent, other than pigmentary disturbance. It 
must be presumed that the degree of ex- 
posure falls in the range which results in 
reversible epithelial changes as described 
by Moritz and Henriques.® In spite of 
certain difficulties in interpretation of the 
histologic picture, it is felt that the pattern 
is not only consistent with, but suggestive of 
radiation damage and that the differences in 
the pattern of elastic tissue tend to support 
this conclusion. 

The regrowth of white hair in the af- 
fected region in contrast to normal dark hair 
of the unaffected region is unusual. Re- 
growth of white hair in regions previously 
dark has been noted in irradiated animals,f 
but so far as the authors are aware has not 
been reported in human beings. The more 
rapid growth of hair in the affected regions 


+ References 6 and 7. 


Gomori aldehyde fuchsin for elastica. Reduced about 35% from mag. X 490 (AFIP Neg. 
No. 55-19589). Fig. 5.—Area beneath depigmented epithelium, presumably involved by radia- 
tion, at the area indicated in Figure 2, taken at exactly the same distance beneath the surface 
as Figure 4. Note the marked degenerative changes in the elastica. This is distant from 
and without any apparent relation to the elastosis changes noted superficially. Fig. 6—From 
area indicated in Figure 2 taken at the same depth as Figure 4. Note the marked irregularity, 
fragmentation, and beading of elastica. Gomori aldehyde fuchsin for elastica; reduced about 
35% from mag. X 490 (AFIP Neg. No. 55-19593). 
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which was noted is not an unusual finding 
associated with radiation effects.® 

This lesion has a certain similiarity to 
vitiligo in regard to depigmentation and ap- 
pearance of white hairs. But vitiligo is not 
usually accompanied by symptoms, and 
epilation does not occur. Sensitivity to 
ultraviolet light is also common to vitiligo, 
but in both diseases this sensitivity may be 
related to lack of pigment. Sclerodera is 
another disease that might bear certain 
similarities. However, in this disease the 
skin usually assumes an ivory-colored, shiny 
appearance with adherence of the skin to 
underlying parts which was not true in this 
case. Pityriasis versicolor was considered 
in the differential diagnosis, but the lesions 
of this disease rarely occur on the face, are 


fawn-colored, and epilation and sensitivity . 


to ultraviolet light are not characteristic. 
The microscopic picture does not conform 
to the well-recognized patterns of vitiligo, 
scleroderma, or pityriasis versicolor. 

It was considered worth while to present 
this case since lesions resulting from con- 
tamination with radioactive materials may 
be more commonly encountered in the fu- 
ture in view of the increasingly widespread 
use of atomic energy. 


Summary 


A case history of a lesion on the fore- 
head and right eyebrow region, presumably 
due to irradiation from contamination with 
fission-product material, is presented. The 
erythema, dry desquamation, depigmenta- 
tion, symptoms of burning and _ itching, 
increased sensitivity to. sunlight, hyperes- 
thesia, epilation of the eyebrows (with re- 
growth of hair), and minimal histological 
changes (17 months later) particularly in 
the elastic tissue were considered consistent 
with radiation damage to the skin. The 
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most unusual feature of the lesion was the 
regrowth of white hair in the affected 
region of. the right eyebrow, which was 
formerly black in color. 


Dr. E. B. Helwig, of the Armed Forces Insti- 
tute of Pathology, and Capt. J. W. Albrittain 
(MC) U.S.N., made helpful comments. Lt. W. J. 
Champion (MC), U.S.N., of the U. S. Naval Hos- 
pital, performed the biopsy. 


REFERENCES 


1. Knowlton, N. P.; Leifer, E.; Hogness, J. 
R.; Hempelmann, L. H.; Blaney, L. F.; Gill, D. 
C.; Oakes, W. R., and Shafer, C. L.: Beta Ray 
Burns of Human Skin, J. A. M.A. 141 :239-246, 
1949. 

2, Cronkite, E. P.; Bond, V. P.; Conard, R. 
A.; Shulman, N. R.; Farr, R. S.; Cohn, S. H.; 
Dunham, C. L., and Browning, L. E.: Response 
of Human Beings Accidentally Exposed to Sig- 
nificant Fall-Out Radiation, J. A.M. A. 159 :430- 
434, 1955. 

3. Conard, R. A.; Shulman, N. R.; Wood, D. 
A.; Dunham, C. L.; Alpen, E. L., and Browning, 
L. E.: Skin Lesions, Epilation and Nail Pigmenta- 
tion in Marshallese and Americans Accidentally 
Contaminated with Radioactive Fallout, Naval 
Medical Research Institute Report, NM 006 
012.04.82, U. S. Navy, Aug. 1955. 

4. Koyama, Y., and others: Clinical Course of 
Radiation Sickness Caused by Bikini Ashes (In- 
termediate Report) Iryo 9(1) : Jan. 1955, published 
by Iryo Dokokai, Medical Affairs Bureau, Ministry 
of Health and Welfare, Tokyo, Japan. 

5. Moritz, A. R., and Henriques, F. W., Jr.: 
Effect of Beta Rays on the Skin as a Function 
of the Energy, Intensity, and Duration of Radia- 
tion, Lab. Invest. 1:167, 1952. 

6. Hance, R. T., and Murphy, J. B.: Studies on 
X-Ray Effects: XV. The Prevention of Pigment 
Formation in the Hair Follicles of Colored Mice 
with High Voltage X-Ray, J. Exper. Med. 44 :339, 
1926. 

7. Chase, H. B.: Greying of Hair. I. Effects 
Produced by Single Doses of X-Rays on Mice, 
J. Morphol. 84:57, 1949. 

8. MacKee, G. M.; Cipollaro, A. C., and Mont- 
gomery, H. M.: X-Ray and Radium Treatment of 
Diseases of the Skin, Ed. 4, Philadelphia, Lea & 
Febiger, 1947. 








UM 








UMI 


Clinical Notes, New Instruments and Techniques 


MULTIPLE PATCH IN PLACE OF INDIVIDUAL PATCH IN SKIN TESTING 


RAYMOND A. OSBOURN, M.D. 
Washington, D. C. 
and 
THOMAS W. TUSING, M.D. 
Vienna, Va. 


In the work-up of patients known to have a contact-type dermatitis, the physician or his 
personnel use considerable time in applying patch tests to the various suspect agents, until 
the principal offenders are determined. It is the purpose of this communication to describe 
a multiple patch method which greatly facilitates the performing of these tests and yet is 
uncomplicated 

In working out this patch, we ran into some difficulty. The first patch employed consisted 
of a 4-in.-wide, washable, elastic cotton bandage on which were placed white laminated soft 
corn pads. Each corn pad was approximately % in. by % in. and about 1/16 in. thick, with 
a center hole approximately 1% in. in diameter. Eleven pads were spaced in an area approxi- 
mately 214 by 4% in., at one end of the cotton elastic bandage. The length of the cotton bandage 
varied from 18 to 20 in. The center hole in each pad allowed the introduction of a test 
material, either in cream formulation or as a saturated piece of cotton. The bandage, con- 
taining the multiple patch, was then placed against the inner aspect of the upper arm and 
held in place by wrapping the free end of the bandage around the arm one or two times, 
depending on the arm size. This bandage worked fairly well in use; however, it was found 
that in Some persons who were quite active, especially in warm weather when perspiration 
was a factor, the individual laminated pads separated and the adhesive material on them at 
times produced minor skin irritation, interfering with readings. 

A different multiple patch was prepared, using the same general design except that the 
soft corn pads were replaced by oval felt corn pads. The oval pad was 1 in. by % in. at 
its greatest length and width and % in. thick, with a center hole approximately % in. 
in diameter. The oval pads were held in place on the elastic bandage by the glued area 
on the bottom of each pad. In use it was soon discovered that, while this bandage eliminated 
any contact with adhesive materials, the felt in the pad produced minute abrasions from 
pressure when held in place on the subject’s arm, especially in patients who exhibited 
dermographia or a tendency toward it. The pressure necessary to hold the patch in place 
in such patients produced rather marked skin reactions, entirely due to physical trauma. 

The final patch that we adopted, and are continuing to use, consists of the same general 
design as described except that the corn pads have been replaced by gauze squares. The 
squares, approximately 1 in. by 1 in, are made from four thicknesses of 16-ply U. S. P. 
Type VII 20/12 gauze. At one end of the elastic bandage three strips are cut out, leaving 
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Fig. 1—Bandage for multiple patch testing, 
showing separate gauze squares. 
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four strips intact, each approximately 1%4 in. wide. The gauze squares are then sewn to 
the intact strips at the end of the bandage, using as many as desired (in our patch we 
use at least 10). As shown in the accompanying photograph, each square of gauze is 
separated from the surrounding squares, thereby avoiding spreading of the test materials 
from one gauze square to another. The test materials, either creams, saturated felt pads, or 
pieces of cloth, can be applied to the gauze squares, and the multiple patch, in turn, applied 
to the arm and secured. 





Fig. 2.—Multiple patch being applied to arm. Fig. 3—Multiple patch held in place by 
Sergitube gauze. 


The elastic bandage containing the multiple patches can be wrapped firmly around the 
subject’s arm and held in place with adhesive tape at the upper and lower margins. We 
have found, however, that adhesive tape can be eliminated entirely by the use of Sergitube 
gauze. By using a wire tube adaptor, the Sergitube gauze can be applied with ease in a very 
short time. The multiple patch bandage held in place with the Sergitube gauze presents a neat 
appearance, as evidenced by the photograph. 

A template or location chart was made from reclaimed x-ray film with openings designed 
to fit with the outline of the gauze squares on the elastic bandage. In this way, accurate 
location of the skin contact areas to the test materials can be made after removal of the 
elastic bandage, by placing the template over the area covered by the bandage. 


Summary and Conclusions 


A rapid and convenient method for multiple patch testing is here reported. While it is 
felt the primary use of such a technique would be in prophetic patch testing, it should be of 
value whenever multiple patch testing is required. 








UM 





UMI 


SPIEGLER-FENDT SARCOID 
Report of a Case 


LEONARD MELTZER, M.D. 
Houston, Texas 


The last case report of Spiegler-Fendt sarcoid was that of Rostenberg and Siskind in 
1950. Since then very little additional light has been shed on its etiology or its nosologic 
position. Lewis’? review of the literature and classification, published in 1935, remains out- 
standing to the present. Perhaps continued reports, such as the one which follows, may help 
to place this disease in its proper classification. 


History 

A 46-year-old white married woman was referred to me on March 11, 1955, by 
Dr. Nelson Karbach Jr. She had had a complicated medical history dating back to 1942, 
when she reported having recovered from pulmonary tuberculosis. At various times since 
1942 she had had cystitis, a cholecystectomy, an appendectomy, a uterine dilatation and 
curettage, a bilateral salpingectomy and a partial oophorectomy. She had suffered repeated 
prolonged upper respiratory infections resistant to therapy and always with normal roentgeno- 
grams of the chest, with the exception of increased markings and old fibrotic scarring. Her 
complaints have been lethargy, chronic cough, and pain in the left chest. In January, 1955, 
following a bout of acute abdominal pain, a general survey was.made. Complete blood count, 
serologic tests for syphilis, urinalysis, gastrointestinal x-ray series, spinal-fluid examination, and 
chest x-ray and EKG were within normal limits. 

A skin eruption was noticed on her hospital admission in 1942, and dermatologic consulta- 
tion was obtained. Histologic report of a skin section by the hospital pathologist was “tuber- 
culosis of the skin.” Notice was made of the presence of the eruption in 1945 and again 
in 1948, apparently with no complaints and no attempted therapy. In 1955 my initial examina- 
tion revealed four palm-sized groups of papules and small nodules, in the sternal region, both 
inguinal areas, and over the left hip. In the inguinal area there were small circular sharply 
marginated areas of atrophy. A section of skin was removed from the left hip area and sent 
to Dr. Fred Weidman with the clinical diagnosis of sarcoid of the skin, probably of the 
Boeck type. The report of Dr. Weidman follows. 


Microscopic Report 


“The epidermis is scarcely remarkable; at the most there is a slight acanthosis, without 
edema, at the one.end of the section. 

“The significant lesion is an infiltration of lymphocytes and histiocytes in the subpapillary 
region which extends to midcorium. It comprises an elongated little nodule running parallel 
to the surface of the skin. It is dissecting the collagenous bundles apart, is unassociated 
with edema and is unquestionably leucotic in nature rather than inflammatory. In fact, a 
reticulum can be identified upon which the lymphocytes are disposed. 

“It is difficult to decide between (1) lymphocytoma cutis, (2) leukemia cutis and (3) 
Spiegler-Fendt sarcoid. The major accumulation of cells is certainly not perivascular, as 
in lymphocytoma cutis. The presence of the histiocytes and an occasional eosinophile seems 
to swing the balance in favor of Spiegler-Fendt sarcoid. 

“In the same breath, the bite of arthopoda is notorious for inducing now this and now that 
mimicry of one of the leucoses. However, the clinical circumstances evidently veto this 
possibility. All things considered, clinical and histologic, a Spiegler-Fendt sarcoid appears to 
be the most reasonable diagnosis. Certainly it is not the Schaumann-Besnier-Boeck form of 
sarcoid or coccidioidomycosis. I have observed changes like this in a case of Hodgkin’s 
disease, necropsy proved, but of course these sections are not diagnostically Hodgkin’s disease.” 
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Fig. 1—Low-power magnification, demonstrating — 
subcutaneous nodule. 


Fig. 2.—Higher magnification of infiltrate, con- 
sisting of lymphocytes and histiocytes dissecting 
collagenous bundles. 


Treatment 


Therapy with superficial x-ray 60 r per treatment at 60 kv., 5 ma., 10 cm., no filter, six 
times resulted in no change. 


Summary 
A case of Spiegler-Fendt sarcoid of at least 14 years’ duration is reported. The history 
and clinical course would tend to place this in the disseminated variety, and with it would 
go a very guarded prognosis. 


Addendum Z 


In August, 1956, a pelvic mass was removed at John Sealy Hospital in Galveston, Texas, 
which was pressing on the right iliac vessels. The hospital pathologist reported this to be a 
lymphosarcoma. 
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SENSITIVITY TO ARTIFICIAL NAILS 


CLINTON W. LANE, M.D. 
and 
LOUIS B, KOST, M.D. 
St. Louis 


Deformities and irritations of nails and nail beds due to “under coats,” “base coats,” and 
“artificial nails” have been reported.* A patient demonstrating an allergic-eczematous response 
of nails and nail beds to artificial nails (Ne-Tebs) was described by Frumess and associates.* 

The artificial nails of interest in the present case are those sold under the trade name 
of Patti-Nail (Patricia Still, Narbeth, Pa.) “The products are formed by the combination 
of acrylic monomer and methacrylate polymer, with hardness depending upon the amount 
of acceleration present in the form of minute parts of benzol peroxide.”+ An oval form 
with adhesive substance on one side and foil on opposite side plus a mixture of solvent 
(liquid acrylic monomer) and powder (methacrylate polymer) is supplied in the package 
of Patti-Nails. The adhesive side of the form is applied to the nail. The solvent and powder 
are mixed and applied to the foil side of the form and molded to the desired length. 


Report of a Case 


A 44-year-old housewife applied Patti-Nails on July 9, 1955, i0 days prior to her first 
examination. On the following day the patient experienced pain in each finger tip. She 
kept the artificial nails in place for two days, during which she noted severe itching of the 
eyelids, inner thighs, the medial surfaces of the knees and upper legs. The artificial nails were 
removed with great difficulty, and after their removal cool soaks were applied to the finger 
tips for relief of pain. 


Fig. 1—Photograph of 
fingernails taken July 19, 
1955. 





Examination revealed a dull-brown discoloration along the free margins of the nails ex- 
tending proximally to cover one-fourth of the nail plate. The free margins of the nails were 
irregular because they had been broken off during removal of artificial nails. Onycholysis, 
moderate erythema, scaling of finger tips, and deposition of hyperkeratotic material beneath 
some nails were noted. Several of the digital interspaces presented macular erythematous 
patches on their dorsal surfaces. The eyelids were dull-red, edematous, and very pruritic. 
A linear erythematous macular pruritic band 34 in. wide was noted on each inner thigh 
extending distally to the medial surface of the knee and to the upper third of the leg. It 
was our opinion that the linear erythema was traumatic, having been produced by contact 
with. fingers in process of putting on hose. Cool compresses and hydrocortisone ointment (1%) 
were prescribed, and one week later the eruption on the eyelids, digital interspaces, and inner 


Submitted for publication Feb. 20, 1956. 

* References 1 and 2. 

+ American Consolidated Manufacturing Company, Inc.: Persorial communication to the 
authors. 
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Fig. 2.—Photagraph of 
right inner thigh demon- 
strating erythema _pro- 
duced by contact of arti- 
ficial nails in process of 
putting on hose. 





thighs had almost cleared, while the erythema and scaling of the finger tips had also regressed. 
The nail bases were clear, but where the artificial nails were in contact with the distal 
four-fifths of the nails a yellow-brown discoloration was present. When seen on Aug. 16, 
the eyelids were free of eruption but still slightly pruritic. The linear erythema on the thighs 
and legs had disappeared. The distal half of the nails presented a brown discoloration, and 
there was a slight hyperkeratosis beneath the nail margins. Four patch tests were applied 
on Aug. 16, 1955: (a) nail form (foil paper); (b) 50% solvent (monomer) in olive oil; 
(c) powder (polymer) and solvent (monomer); (d) powder plain (polymer). 

The patient was warned about a possible irritating effect of the test. Because of severe 
itching and burning patch tests (d) and (c) were removed in 8 and 10 hours respectively. 
On Aug. 18 the patch tests were interpreted as follows: (a) and (b) negative; (c) positive 
(3+); (d) positive (4+). 

When the patient was last seen on Aug. 25, six weeks after the initial examination, the 
free margins of the nails were smoother and the finger tips appeared normal. The distal 
fourth of the nail plates was still discolored. 


Comment 

We believe that the case presented is caused by allergic sensitivity to the powdered 
polymer of self-curing acrylic materials. This is at: variance with the report of Fisher,* 
who reported an allergic sensitivity to the liquid monomer (methyl methacrylate). Patients 
whom he tested with polymer powder presented negative patch tests. 

The involvement of thc eyelids and lower extremities was probably due to direct transfer 
of the contact irritant. 

Conclusions 

In some patients polymer powder will be a sensitizer that can produce an allergic contact 
type of dermatitis of the nails and skin. Reaction to the sensitizer, in the form of patch 
tests was rapid and appeared to be specific in this case. 

This is doubtless a rare occurrence because so many persons wear acrylic dental plates 
without irritation. It may also be additional evidence that mucous membranes are less sensitive 
to contactants than the skin. 

3720 Washington Blvd. (8). 
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NODULAR VASCULITIS 
Report of a Case with Clinical Resembiance to Papulonecrotic Tuberculid 


S. IRGANG, M.D. 
New York 


Montgomery, O’Leary, and Barker created the clinical entity nodular vasculitis.’ This 
accomplishment has created a vista through which it may be possible to identify in the 
future the hitherto unknown cutaneous manifestations of hypertension. Michelson’s predication 
that “it is impossible to describe or even outline all variations which this form manifests” 
is obviously true. A plaque type of nodular vasculitis has been reported previously.* I now 
wish to record an instance of a small nodular type which clinically simulated a papulonecrotic 
tuberculid. 


Report of Case 


A Negro woman aged 62 entered the clinic complaining of a painful eruption which had 
been present on the. legs for the past three months. 

There was no family or personal history of tuberculosis. For the past four years she 
has been injecting herself daily with 40 units of protamine zinc insulin for diabetes mellitus 
and for the past three years she has been taking digitalis for cardiac decompensetion. The 
patient had received treatment intermittently for syphilis from 1938 to 1951. 


biopsy. 





The eruption was symmetrical and was limited to the extensor and medial aspects of the 
legs. It consisted of split-pea-sized firm flat discrete pinkish tender deep-seated nodules. A 
single large group of discrete closely aggregated lesions occupied one medial aspect of the 
lower third of the left leg. The eruption later became asymptomatic and assumed a brownish 


Submitted for publication March 2, 1956. 
From the Department of Dermatology and Syphilology of the Harlem Hospital, Dr. 
Alexander Altschul, Medical Director. 
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Fig. 1—Nodular vasculitis simulating papulo- 
necrotic tuberculid. The dark area on the medial 
aspect of the left leg is the site of closely aggre- 
gated lesions. Edema of the right leg followed 


A. M. A. ARCHIVES OF DERMATOLOGY 


black hue and on resolution left residual hyperpigmentation. However, there was one ex- 
ception; a single lesion on the lower third of the left leg had ulcerated three weeks previously 
but it healed shortly thereafter and, as expected, left a scar. 

Physical examination disclosed an enlarged heart, and systolic and diastolic murmurs 
were heard over the aortic area. A patent superficial varicose vein was detected on the 
extensor aspect of the upper third of the left leg. Superficial varicosities were not observed 
on the right leg, and there were no evidences of chronic venous stasis on either leg. The 
systolic blood pressure was 180 and the diastolic 40 mm. Hg. 

A blood Kolmer test was 4+. A negative reaction was obtained with an intracutaneous 
injection of 0.1 cc. of old tuberculin in dilution of 1:10,000. Liver function tests were normal, 
as were the determinations of serum proteins. A roentgenogram of the chest showed the 
heart enlarged to the left and sclerosis of the aorta. Except for a biopsy of a cutaneous 
lesion, further laboratory investigations could not be continued because the patient attended 
the clinic for only 10 days. 





Fig. 2.—Low-power photomicrograph of a lesion Fig. 3.—High-power photomicrograph of the 
shown in Figure 1. The inflammation is confined  subcutis chown in Figure 2. Note the large number 
almost entirely to the subcutis. The black areas of arterioles with thickened walls and narrowed 
in the fat layer are the sites of dense accumulations lumina; the lumen of one vessel is completely 
sa polymorphonuclear leucocytes. Hematoxylin obliterated. Hematoxylin and eosin. 

and eosin. 


Fig. 4—Medium-power photomicrograph of the 
subcutis shown in Figure 2. The fibrotic process 
has replaced part of the fat layer. Minute foci 
of panniculitis are scattered throughout. Note the 
small caliber of the affected blood vessels. Hema- 
toxylin and eosin. 





* 


Histological Examination—The outstanding abnormalities were found in the subcutis. 
Here the involvement of the arterioles of small caliber was striking. The walls of these 
vessels were thickened and their lumina narrowed, but the lining endothelial cells were 
unaffected. The thickening of the arteriolar walls was due to a hyperplasia of the intimal 
layer which contained variable numbers of fibroblasts; the media also contained these cells 
in smaller numbers. In several instances this fibroblastic reaction was so severe as to obliterate 
the vessels. A moderate diffuse fibrosis occupied the subcutis, replacing a significant number 
of fat cells. In one of the interlobular septa the connective tissue reaction was intense, and 
here the affected arterioles appeared to be present in larger numbers. In the mid and deep 
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NODULAR VASCULITIS 


parts of the subcutis two large collections of polymorphonuclear leucocytes were noted. These 
cells invaded groups of degenerated fat cells, among which were thickened arterioles with 
decidedly narrowed lumina. The remainder of the perivascular cellular infiltrates, consisting 
solely of lymphocytes, were relatively sparse and they were noted only in relation to the 
smaller blood vessels, the lining endothelial cells of which showed slight swelling. Minute 
foci of panniculitis were scattered throughout. 

The cutis was affected slightly. The blood vessels were mildly dilated and a rare lymphocyte 
was noted about them. A single thickened arteriole was present in the deep cutis. A slight 
diffuse fibrosis permeated this layer. The overlying epidermis showed slight acanthosis, and 
the stratum corneum was somewhat ‘thickened. 

Except for the painful and tender character of the lesions, the eruption was clinically 
suggestive of papulonecrotic tuberculid. Even though a nonspecific histological picture is not 
unusual in papulonecrotic tuberculid, the combination of a negative reaction to tuberculin and 
the absence of histological evidences of tuberculosis militated against this diagnosis. Further- 
more, in papulonecrotic tuberculid the cutis is the locale for the maximum inflammatory 
response, while in the case presented it was confined to the subcutis. 


Comment 


The creation of the clinical entity nodular vasculitis and its recognizable association with 
hypertension has opened a new field for the study of cutaneous manifestations of the hyper- 
tensive state. The present case of nodular vasculitis had a remarkable clinical resemblance 
to papulonecrotic tuberculid, but this diagnosis was excluded by the absence of hyperergy to 
tuberculin and by the histopathological findings. I have not seen an authentic case of 
papulonecrotic tuberculid in the Negro in whom a negative reaction to tuberculin occurred 
with a dilution of 1:10,000. Moreover, in my case the histopathological observations were 
consistent with these of nodular vasculitis. In this disease the principal histopathological find- 
ings are located in the subcutis, and here the outstanding and most striking feature is the 
involvement of the arterioles or of both arterioles and venules. These vessels show pronounced 
thickening of their walls with decided narrowing of their lumina, the lining endothelial cells 
remaining unaffected. Those of less importance, yet of diagnostic significance, are the diffuse 
fibrosis which replaces a variable part of the fat layer, minute foci of panniculitis, and 
a cellular infiltrate which fluctuates in degree but is commonly sparse and is composed chiefly 
of lymphocytes: which envelope the smaller blood vessels. In the present case the unusual 
histological features were the large numbers of polymorphonuclear leucocytes and the involve- 
ment of arterioles of small caliber; the latter probably accounted for the smallness of the 
lesions clinically. 


Summary 


A case of nodular vasculitis is presented in a hypertensive diabetic Negro woman in the 
seventh decade of life. Clinically, the eruption resembled a papulonecrotic tuberculid. 

The histopathological findings and the absence of hyperergy to tuberculin supported the 
diagnosis of nodular vasculitis. 

Dr. Vera Dolgopol, pathologist of the Harlem Hospital, assisted in the interpretation 
of the histopathological findings. Mr. Edward Entin made the photographs. 

160 Riverside Drive (24). 
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URTICARIA PIGMENTOSA WITH BONE CHANGES 


A. J. EDELSTEIN, M.D. 
Johnstown, Pa. 


In June, 1952, Sagher and his co-workers’ reported urticaria pigmentosa with con- 
comitant bone changes consisting of cystic osteoporosis. Shortly tt after, Clyman and 
Rein* reported infarct-like lesions and hereditary oSteochondromas associated with this 
disease. References to osteosclerotic changes have also appeared in the literature.’ Associated 
abnormalities, however, have not been limited to the osseous system. Gastrointestinal tract 
and reticuloendothelidl disturbances and splenomegaly have also been reported.* An increasing 
number of investigators, therefore, currently regard urticaria pigmentosa as a systemic 
disease, rather than one limited to the skin. 

I recently observed a case of urticaria pigmentosa associated with a type of bone 


lesion hitherto unreported. 
Report of a Case 


A 6-week-old American boy of Slavic parentage was seen on April 18, 1955, because 
of a generalized slightly pruritic eruption that appeared shortly after birth. Since the 
onset there was a gradual extension to include most of the body surface. The history 
was otherwise negative except for a recent mild upper respiratory infection. No purpura 
or bleeding tendencies were noted. The family history was noncontributory. 

The examination of the skin revealed a widespread eruption consisting of numerous 
yellowish brown oval macules and occasional papules. The lesions, which were 0.5 cm. to 
3 cm. in diameter, were discrete and more commonly distributed over the trunk and 
abdomen. Stroking the lesions evoked slight urtication. Except for signs of bronchitis, the 
general examination was negative. 

Blood studies showed the following: RBC=4.4 M; WBC=12,000 per cubic millimeter; 
HbG=12.5 gm. Differential, polymorphonuclears=53, lymphocytes=44, Eosinophiles=3. Size 
and shape of RBC normal. Blood calcium=—10.3 mg. per 100 cc. Blood vitamin C=1. 
1 mg. per 100 cc. Urinalysis, negative. 

X-ray studies of the chest showed heavy markings in the lower right chest suggestive 
of an upper respiratory infection. X-ray of the long bones showed definite periosteal thicken- 
ing of the femora, humeri, and proximal end of the radius of one of the extremities. The 
periosteal reaction was not characteristic of infantile cortical hyperostosis. The quality of 
the bone was good. No abnormalities were noted in the mandible, skull, ribs, clavicles, 
spine, or pelvis. The roentgenologic conclusion was periosteal thickening of the long bones 
suggestive of either a dysfunction of vitamin metabolism or a systemic disease. 

Histologic examination of a biopsy specimen disclosed the features of urticaria pigmentosa. 


Summary 
A case of urticaria pigmentosa is described which was associated with a type of bone 
lesion which has not been reported. The occurrence of additional cases of urticaria pigmentosa 
with concomitant bone lesions makes coincidence an improbable explanation and suggests 
that this disease is systemic in nature. 
408 Lincoln St. 
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TRICHOPHYTON RUBRUM INFECTION SIMULATING CREEPING ERUPTION 
Report of a Case 
MARC A. WEINER, M.D., Washington, D. C. 


Dermatophytosis, as is well known, is manifested in a variety of clinical patterns. I be- 
lieve that the following case is unique in that the infection occurred on the scalp of an adult 
and the eruption simulated that of larva migrans. 

The patient was referred to me by an internist with the diagnosis of “creeping eruption of 
the scalp and buttocks.” He felt sure of his diagnosis because he had seen several cases of 
this condition during his army service in Florida. The patient, a bus driver, made frequent 
trips to the Southeastern states. The internist was reluctant, however, to treat the eruption 
with ethyl: chloride spray because of its location on the scalp and because it was more exten- 
sive than any of the cases he had previously treated. 


Report of Case 


The patient was a 43-year-old white man with a fairly well advanced male-pattern alopecia. 
Through the central patch of baldness ran a visible and palpable, raised slightly scaly 3 mm. 
broad slightly wavy erythematous line, which did indeed give the impression of a creeping 
eruption. There was, however, no apparent starting point or end point to this line. 

The entire scalp was shaved, whereupon it became evident that the erythematous line pur- 
sued its course, in a less obvious manner, around the right side of the scalp, to form a ring. 
Furthermore, there was seen some erythematous papulation and mild scaliness within the 
confines of the ring. In short, the lesion was in reality one large circinate patch with an active 
cord-like border on its medial aspect. 

No broken hairs were present on the scalp. Wood’s light examination was negative for 
fluorescence. 

Further examination revealed that the greater part of both buttocks was covered with one 
solid patch of erytiematosquamous involvement, of which some e marginal segments exhibited 
raised, palpable arcs and, even arcs-within-arcs. 

The gluteal rash had been present, remittently, for three years; the scalp rash, for four 
months. Both areas were extremely pruritic. 

Scrapings of skin from the scalp were taken for direct examination and culture on 
Sabouraud’s medium. The gluteal eruption was obviously tinea corporis, most likely due to 
Trichophyton rubrum. Benzoic and salicylic acid ointment (Whitfield’s ointment) was pre- 
scribed for it. That evening the patient applied the ointment not only to the buttocks but 
also to the scalp. 


‘Submitted for publication Nov. 17, 1955. 








Circinate lesion of right half of scalp. The 
medial border is cord-like and simulates creeping 
eruption. 
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When he returned for a clinical photograph of the scalp next morning, the raised border 
was already less distinct but still evident enough for photographic visualization (Figure). 

Microscopic examination of scalp hairs was negative for spores and mycelia. Skin scrap- 
ings of scalp were positive for ringworm type fungi. Culture yielded a white fluffy colony 


with reddish substrate, typical of T. rubrum. 


On application of 3% salicylic acid-3% sulfur ointment, the scalp eruption faded partially 
in four days, and apparently vanished in nine days, but treatment of the scalp is being con- 
tinued. With increasing strengths of keratolytic ointments the gluteal rash has slowly responded, 
but it is still present, to a much slighter degree now. two months after treatment was instituted. 


Summary 


A case is reported of T. rubrum infection of the scalp and buttocks. The gluteal involve- 
ment was of the solid plaque, gyrate type. The annular lesion of the scalp simulated creeping 


eruption. 
915-19th St. N. W. (6). 


A NEW CULTURE MEDIUM FOR CANDIDIASIS 


HAROLD V. GLICK, M.D. 
and 
CHARLES R. REIN, M.D., New York 





The purpose of this report is to describe a new 
and effective culture medium for the detection of 
Candida in dermatology. In patients with axillary 





and groin dermatitides and with paronychial in: 
volvement of the nail, candidiasis may be a pri- 


Submitted for publication Feb. 2, 1956. 
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mary or “a secondary factor. A rapid culture 
would be of invaluable aid as to the choice of 
therapy. 


The active ingredient of Nickersons Medium* 
is a complex polybismuth sulfite. On this medium, 
Candida albicans grows in large, jet-black or 
dark brown, shiny, hemispherical colonies, with 
peripheral filamentation upon continued incubation. 
Other species: of the genus Candida grow very 
dark brown in color. This medium will not support 
bacterial growth. After inoculation, either with 
sterile swabs or the usual inoculation technique, 
Candida cultures appear at room temperature 
within five days. The vials are small, only 2 in. 
long, and do not constitute a space problem in the 
office. 


580 Fifth Ave. 


*Furnished through the courtesy of Ortho 
Pharmaceutical Corporation, Raritan, N. J. 
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EXTRAMEDULLARY PLASMACYTOMA 
Report of a Case 
S. C. AGARWAL, M.D., Kasauli, India 


The extramedullary plasma-cell tumors are very rare. About 150 cases have been de- 
scribed so far. The first case was reported by Shridde (1905). Since then, individual case 
reports appeared till Hellwig (1943) reviewed the entire literature on the subject. Later, Lewis 
and associates (1951) reported a case of their own and collected a total of 153 cases available 
on the subject. The distribution of these cases according to their location was upper respiratory 
tract 81, conjunctiva 50, 1, nph nodes 4; the rest were seen in pleura, mediastinum, spermatic 
cord, thyroid gland, ovary, stomach, skin, etc. In 1952 Sirsat added three more cases, involving 
the oral cavity, nasal cavity, and lymph node, respectively. 

Tne following case is considered worthy of record because of the extreme rarity of the 
condition in the skin: 

The tissue was obtained as a biopsy specimen from a “cauliflower-like growth” limited 
entirely to’the skin of the scalp in the parietal region, of a woman aged 50 years. The growth 
had perisisted for eight years. In the beginning there was a “mole” (patient’s version) at that 
site, which she was in the habit of excising off and on. On examination this cauliflower- 
like growth was a nongranulating mass and did not bleed on touch. There was no enlargement 
of the lymph nodes. Blood examination showed the patient to be anemic. Urine examination 
did not reveal any abnormality. Bence Jones proteinuria was not tested for, as the growth 
was not suspected to be a plasmacytoma. The growth was labeled clinically as a “basal cell 
epithelioma,” but on histopathological examination it presented the typical appearance of a 
plasma-cell tumor. Externally, the tissue was covered with a layer of stratified epithelium 
which was markedly proliferated at some places (Fig. 1). It was also seen dipping down and 


Submitted for publication Nov. 26, 1955. 


Fig. 1—Photomicrograph showing the 
fair degree of proliferation of the basal 
layer of stratified epithelium and the 
dense collections of plasma cells in the 
subjacent tissues. 





Fig. 2.—Photomicrograph showing the 
arborizations enclosing the clusters of 
plasma cells. 
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forming arborizations in the subjacent regions. Enclosed in these arborizations and spreading 
beyond them were groups and clusters of plasma cells (Fig. 2). These cells varied little in 
size and were mostly oval. The nuclei were small, dark-staining, and eccentric. The chromatin 





Figs. 3 and 4—High-power photomicro- 
graphs showing the morphological details of 
the cells. 





material showed a characteristic cart-wheel pattern (Figs. 3 and 4). They also showed a posi- 
tive reaction when stained with Unna-Pappenheim’s method (methyl green-pyronine). Some of 
the cells had an irregular border and somewhat oval, vesicular, eccentric nucleus. The inter- 
cellular substance consisted of homogenous acidophilic material. 


Comment 
The involvement of skin by plasma-cell tumors is very rare. There are only two plasmacy- 
tomas of the skin on record. The first case was described by Hedinger (1911) in the scalp 
of a 48-year-old woman, while the other was reported by Aragona (1936) in a six-year-old 
girl in the skin of the, neck. In both these cases the diagnosis was finally based on the his- 
topathological appearance, as is true of the present case also. 


Summary 

A case is described of plasma-cell tumor of skin occurring in a woman aged 50 years and 
diagnosed clinically as basal-cell epithelioma, scalp. The rarity of the tumor in the skin is 
discussed. 
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FAILURE OF DERMABRASION IN NEVUS UNIUS LATERIS 


R. J. McCABE, M.D. 
and 
R. H. PRESTON, M.D. 
Cincinnati 


From The Department of Dermatology and Syphilology, College of Medicine, University of 
Cincinnati. 

It seems natural that with the initial interest and overenthusiasm in dermabrasion that this 
technique would be used, even when not indicated, for many different dermatological lesions. 
Rattner and Rein’ have emphasized the basic value and limitations of this technique. An effort 
was made to study the effect of dermabrasion in nevus unius lateris, both in early childhood and 
in the adult, since Kurtin * believed this technique should be limited te adult form of nevus unius 
lateris, 

Three extensive cases, two children, under general anesthesia, and one adult, were treated 
by means of dermabrasion. All the patients showed recurrence of the lesions a short time 
after the operation. It is evident that portions of the pilosebaceous apparatus (and the epi- 
dermis?) remaining after the operation are adequate to serve as a stimulus for regeneration 
of this epidermal nevus. If the dermabrasions were carried deeply into the dermis, the results 
would have been the same as any disfiguring cauterizing procedure. The failure of relief of 
the maintained and prolonged pruritus would also serve to reproduce lichenification. It was 
apparent that this technique caused no aggravation of the lesions.” 
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THE STASIS SYNDROME 


To the Editor: With appreciation I have considered the scientific exhibit on the “Stasis 
Syndrome” by Dr. E. M. Farber and Dr. V. R. Barnes, A: M.A. ArcHIves oF DERMATOLOGY 
of March, 1956, pages 277-282. However, I can hardly believe that the authors still think 
that varicose (superficial) veins are the cause of the stasis syndrome as one might conclude 
from their text and graphs (pages 277, 279, and 281). They must be well aware of the 
fact that the superficial veins of the legs return only 10%-20% of the blood, which flows back 
to the heart. So, with intact perforator and deep vein valves, varices of the superficial 
veins are of practically no importance for the increase of the hydrostatic pressure (except 
perhaps in some cases of very great extension, with additional factors, as long periods of 
standing, etc.). Not before the perforator or (and) deep vein systems become incompetent 
and decompensation of the peripheral heart begins, varices of the superficial veins may con- 
tribute to some degree to this “heart failure’ with its consequence, increase of hydrostatic 
pressure. Thus varicosities of the superficial veins are not the cause of peripheral “heart 
failure,” which is the result of congenital absence of acquired incompetence of the valves 
of the perforator or ‘and) deep veins. Many persons do not show evidence of chronic 
venous insufficiency in spite of severe varicosities. To them the varices are mainly a 
cosmetic problem. And many individuals with signs of chronic venous insufficiency do not 
show varices of the superficial veins. 

In several publications the relative lack of importance of varices of the superficial veins 
has been stressed. For decades already French authors have spoken of “eczéma (and ulcére) 
dit variqueux de jambe”; this is still the common term in French textbooks of today. 
Gougerot, Touraine, and Degos have aptly written about the “capillarites” occurring in 
chronic venous insufficiency and forming the anatomical basis of the so-called stasis syndrome. 
Since about everybody, layman or physician, associates varix with dilatation of superficial 
vein, for didactic purposes the adjective “varicose,” in conjunction with eczema or ulcer, : 
should be abandoned. In the above-mentioned scientific exhibit varicose is used only adjectively 
of veins, but the text and graphs do not make it quite clear that essentially varices, or better 
incompetence, of the perforator or (and) deep veins, and not those of the superficial veins, 
result in chronic venous insufficiency and cause the so-called stasis syndrome. 


Sincerely yours, 
J. pe BercH, 
Dermatologist 
Tollenslaan 3, 
Eindhoven, The Netherlands. 


To the Editor: We are grateful to Dr. de Bergh for his stimulating criticism cf the 
scientific exhibit on “The Stasis Syndrome.” Careful understanding and thoughtful study of 
the exhibit will answer the questions which have arisen in Dr. de Bergh’s letter. We are 
aware of the fact that the deep veins normally return 80% to 90% of venous blood. This is 
concisely stated in the figure on the bottom of page 280, point No. 3, “Deep veins normally 
return 80 to 90% of venous blood.” 

In addition, the charts on this same page, and the figures adapted from Linton, clearly 
demonstrate the development of localized congestive failure when the valves of the perforating 
and deep veins are incompetent. The pressure relationship in the figures indicate profound 
changes in hydrostatic pressure in limbs when incompetency of the perforating and deep 
veins exists. 

For further details in reference to the mechanisms involved refer to “Pathologic Physiology 
of Stasis Syndrome,” Farber and Batts, 4. M.A. Archives of Dermatology and Syphilology, 
Volume 70, November, 1954. 

It is true that there are instances where portions of the superficial venous system of the 
lower extremities may be tortuous and dilated without apparent involvement of the skin. 
These are persons in whom the deep circulation is still able to carry not only its own normal 
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“load” but in addition an extra burden placed upon it by the failing superficial veins. The 
term “varicose,” derived from the Greek meaning “dilated,” is still a useful term. A dilated 
vein is associated with overlying eczematous changes; pigmentation or cutaneous sclerosis 
implies chronic venous insufficiency in almost every case. 

We personally prefer the term “stasis dermatitis” to varicose eczema. The crux of the 
stasis syndrome lies in the increased hydrostatic pressure manifested in the capillary. When 
this occurs as a result of an incompetency of venous and lymphatic valves, the cutaneous picture 
of stasis in one form or another soon appears. 


Sincerely, 
EucGeNE M. Farser, M.D. 
VirciniaA R. Barnes, M.D. 
Division of Dermatology 
Stanford University School of Medicine 
San Francisco 











The New, Newer, and Newest 








The official name has now been shortened to the American Board of Dermatology, Inc., 
but the examinations, we are told, continue to get longer and longer. 


The new officers of the American Dermatological Association, 1956-1957, are as follows: 
Carroll S. Wright, Philadelphia, President 
Earl W. Netherton, Cleveland, Vice-President 
J. Lamar Callaway, Durham, N. C., Secretary 


Drs. Edward Cawley, Clarence Livingood, Stephen Rothman, Leon Goldman, and Harry 
M. Robinson Jr., representing the American Academy of Dermatology, recently attended a 
spirited three-day hearing by the Federal Food and Drug Administration in order to oppose 
the proposal to release hydrocortisone ointment for over-the-counter sale without prescription. 
A perusal of the transcript showed that they acquitted themselves creditably, not only as wit- 
nesses but, surprisingly, also as cross-examiners. We have the impression unfortunately that 
the result, despite their reasoned and valiant efforts, may be only a delaying action. We hope 
we are mistaken. 

The Division of Dermatology in collaboration with the department of pathology of the 
University of Maryland School of Medicine has established a Division of Dermal Pathology 
under the direction of Dr. Francis A. Ellis. In addition to his position as associate professor 
of dermatology, Dr. Ellis will also have an appointment as assistant professor of pathology. 
That, in the language of the theatre, is termed a switch. 


Charles L. McCarthy, of Washington, and Donald M. Pillsbury, of Philadelphia, were 
recently elected honorary members of the Deutsche Dermatologische Gesellschaft.: Stephan 
Epstein, of Marshfield, Wis., was honored by election to membership in the French Allergy 
Society, and Harry M. Robinson Jr., Professor and Chairman of the Division of Dermatology, 
University of Maryland, has been made an Honorary Member of the Society of Military 
Dermatologists. 

Norman Epstein and Frances A. Torrey, of San Francisco, have been promoted in rank to 
Clinical Professor of Dermatology in the University of California School of Medicine. 


Dr. Robert S. Higdon is the new chief of the Dermatology Service at Walter. Reed 
Hospital, replacing Dr. Franklin Grauer, who was transferred to Tripler Hospital, Honolulu. 
Dr. Higdon has been at the Tokyo Army Hospital for the past three years. 


The importance of choosing a proper subject when invited to speak before a group was 
well illustrated by Ed Cawley’s discussion of Milkers’ Nodules at the Annual Meeting of the 
Michigan State Medical Society, Sept. 28, 1956. The audience, many of whom are the 
physicians for dairy farmers, showed intense interest, for it was a problem close to home. 





In the morning mail: 
“T enjoy the scientific exhibit section of the Archives. It is a worthwhile addition to 
the journal. When will mine appear?” 


Culled from Society Proceedings: 
“T think that rare cases like this should be seen as often as possible.” 
H. R. 
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BRONX DERMATOLOGICAL SOCIETY 


Max Jessner, M.D., President 
Henry Silver, M.D., Secretary 


Jan. 19, 1956 


Albright’s Disease. Presented by Dr. Conrap StRITzLer. 


An 1l-year-old boy is presented with an area of pigmentation on the right side of the 
scalp and neck and on the right buttock since birth. In 1952 he sustained an injury of the 
right arm when he was picked up by both arms. X-ray at that time revealed a transverse 
fracture of the right humerus with associated cystic disease of the bone. The fracture healed 
in six weeks. The past history is otherwise irrelevant, and the family history is negative. 

Examination reveals a deep brown patch of pigmentation that involves the right nuchal 
region, stops abruptly at the midline at the vertebral column, and extends into the scalp to 
the occiput. Several scattered pigmented areas of varying size are present throughout the 
scalp. An area similarly pigmented is noted on the right side of the sacral region, extending 
onto the right buttock, and also stopping abruptly at the midline. The only other positive 
finding is a slight limp with bowing of the anterior margin of the left tibia. 

X-rays showed bone changes characteristic of Albright’s disease (periosteal thickening). 
Other laboratory studies gave findings within normal limits except for a red cell count of 
4,000,000 and hemoglobin of 74%. 

There is no evidence of sexual precocity. Treatment has been chiefly orthopedic. All 
efforts to increase the hemoglobin with iron, vitamins and Bi have been ineffective. 


Discussion 


Dr. HELEN O. CurtH: In the differential diagnosis between this condition and von 
Recklinghausen’s disease, it is most important to note the characteristic features of the 
pigmentation in Albright’s disease. Unlike the café au lait spots of von Recklinghausen’s 
disease, the pigmented areas in Albright’s disease have a serrated border, are located uni- 
laterally and end sharply at the midline of the body. These characteristics are well illustrated 
in the case presented. 


Granulomatosis Disciformis (Miescher). Presented by Dr. WILLIAM CuRTH. 


‘A 46-year-old woman has developed over a period of three years a quarter-sized reddish- 
bluish spot on the anterior aspect of the right leg. 

In her personat history it is said that from the age of 11 to 14 she was treated for 
tuberculosis of one of the small bones of the left wrist. Complete cure with normal function 
was attained. There is no history of diabetes in either the patient or her family. 

Examination reveals a solitary lesion that is a flat, bluish-violaceous, disc-like, sharply 
circumscribed area of 2.0 cm. in diameter located between the upper and middle third of the 
anterior aspect of the right leg. The lesion feels quite firm to the touch. 

The biopsy specimen shows a somewhat atrophic epidermis and in the cutis areas of what 
appear to be fibrinoid degeneration. These areas are surrounded by chronic inflammatory 
reaction. There is also evidence of some sclerosis. A few giant cells are seen suggesting 
foreign-body reaction. One asteroid giant cell was seen. Diagnosis: Sclerosing inflammatory 
dermatosis (granulomatosis disciformis) (Dr. Machacek). 


Discussion 


Dr. ARTHUR HyMAN: It would seem to me, from reading the article written by Miescher 
on what he calls granulomatosis disciformis progressiva, from cases that have been reported 
under this title in very recent literature, and from slides I have seen of cases that were 
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supposed to represent this disease, that an attempt is being made to give us a new: entity, 
but I doubt very much that it is a new entity. The cases described are probably examples 
either of granuloma annulare, of sarcoidosis, or of necrobiosis lipoidica diabeticorum. A case 
which we saw very recently at Skin and Cancer Unit thought to be Miescher’s disease, turned 
out to be necrobiosis lipoidica. The criteria for so-called granulomatosis disciformis pro- 
gressiva are too hazy and flimsy to establish a new entity. The main criterion would appear 
to be variable numbers of giant cells and epithelioid cells sometimes in palisade formation. 
These elements are not enough to distinguish it from the three diseases that I mentioned and 
not enough to form a conception of a new disease. 

Dr. A. A. FisHer: Possibly from a histologic point of view this condition looks like 
necrobiosis, but clinically the case under discussion and otler cases I have seen seem to be 
whiter or paler than necrobiosis lipoidica. I should say that clinically it is distinct from 
necrobiosis. 

Dr. Wrtt1AM CurtTH: I do not want to enter into a discussion of pathology, a field in 
which Dr. Jessner and Dr. Hyman are so much more competent than I. I will merely bring 
to attention that Miescher had an idea he was dealing with an atypical tuberculoderm. Since 
Miescher’s report several reports have appeared in which patients suffering from this derma- 
tosis had tuberculosis also (see report from Holland by Mali, Dermatologica 101:85-89). In 
this connection it is noteworthy that our patient, too, suffered from tuberculosis of a bone in 
a wrist. . 


Arthropathic Psoriasis in a Young Boy. Presented by Dr. FrANcES PASCHER and (by in- 
vitation) Dr. Seymour FRrRiep. : 


An 11-year-old white boy developed changes of psoriasis in all fingernails at the age of 
4 years. Six months later lesions of psoriasis appeared on the glabrous skin, first on the 
abdomen, then on elbows, knees, and finally on the toenails and scalp. 

The eruption has persisted despite treatment. Nine months ago the patient noted pain, 
redness, and swelling of the distal interphalangeal joint in the middle toe of the left foot. 
The pain lasted only two or three days, but the swelling has remained unchanged to date. 
Four months later a painless swelling and redness appeared in and around the interphalangeal 
joint of the right thumb. This, too, has persisted unchanged to now. 

Roentgenographic examination of the right thumb shows a moderate degree of soft tissue 
swelling of the interphalangeal joint. The osseous and articular structures are otherwise 
normal. 


Discussion 


Dr. Frances PascHer: Most of the discussion to this case has been by proponents and 
opponents of cortisone therapy. Their literal remarks have been wisely omitted from the record, 
but as far as I can gather the proponents say that the hazards of cortisone therapy are less than 
the hazards of persistent arthropathy whereas the opponents claim that cortisone therapy will 
not help the arthropathy and that one will be left largely with the hazards. 

Whether or not corticosteroids should be used in the management of this case is not 
readily answerable. I had occasion to discuss this problem with a group of pediatricians the 
other night, who offered an interesting suggestion—namely, to employ isoniazid on the basis 
of a favorable response to this drug in a case of Still’s disease, which is a form of chronic 
rheumatoid arthritis of childhood. (Spyropoulus, N. J., Bezos, D. H., and Belka, E.: Treat- 
ment of Still’s Disease with Isoniazid, A.M.A. Am. J. Dis. Child 90:703-704, 1955). 

Isoniazid was started a week ago. It is much too early to talk about the results, of course, 
but I shall be glad to report at a future time. We hesitated to prescribe corticosteroids for a 
boy of 11, in the prepubertal stage of development, knowing that long-term treatment would 
be necessary to suppress the symptoms. We are of the opinion that if this child can be made 
comfortable without recourse to a drug with the potential adverse side-effects of corticosteroid 
therapy, it would be preferable. 


Actinic Dermatitis with Arsenical Keratosis. Presented by Dr. E. RosENBAUM. 


A 68-year-old white man took arsenic drops three years ago for an uncertain time and 
for an uncertain skin condition. Now he presents “raindrop” pigmentations of the trunk, 
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with ill-defined, erythematous, violaceous maculopapules that feel keratotic. The skin in 
general feels infiltrated, hard, and thickened. Palmar keratoses are present but no epithe- 
liomatous changes anywhere. 

Biopsy shows irregular acanthoses of the epidermis, slight proliferation of the rete pegs, 
with some polymorphism of basal cells. Some cells contain a lot of pigment. There are in 
addition dilated blood vessels, basophilic degeneration of collagen, and a mild, diffuse cellular 
reaction. Diagnosis: Early keratosis (Dr. Sims). 


Discussion 


Dr. Rupotr L. Barr: All the changes that are seen in this case can be accounted for on 
the basis of arsenical melanosis and keratoses. In actinic eruptions one would expect that 
the areas which are most exposed to the sun, such as the face and the dorsa of the hands, 
would be predominantly involved. This patient, on the contrary, has changes primarily on the 
body which has been clothed. 

Dr. ArtHUR HyMAN: In support of Dr. Baer’s thesis, I should like to point out the rarity 
of, or the possible nonexistence of actinic effects on the palms. Has any one ever seen keratoses 
of the palms that could be attributed to sunshine? 

Melanosis of the Legs and Feet. Presented by Dr. A. A. FISHER. 

A 20-year-old woman states that since she was 13 years of age there has been pigmentation 
on both feet, ankles, and lower portion of the legs. There is no history of previous inflamma- 
tion or dermatitis preceding the pigmentation. 

Three years ago a biopsy was performed at the Skin and Cancer Unit, and the report 
reads “No nevus present but increased pigmentation.” At the time she received cryotherapy, 
which did not seem to help. 

There is brownish pigmentation on the dorsa of the feet, about the ankles, and on the legs 
to the midcalf area. There are no dilated capillaries. Some of the veins on the dorsa of the 
feet seem prominent. The feet are cold, somewhat clammy and cyanotic. 


Discussion 


Dr. ArtHuUR HyMANn: When I questioned this patient I got the impression that she has 
bad petechiae from time to time. If this impression is true, then the pigmentation is owing to 
hemosiderin deposit rather than melanin. If, finally, the pigment is hemosiderin, treatment 
by superficial peeling with any modality cannot be expected to remove anything from the 
cutis. 

The Side Effects of Long Term Corticosteroid Therapy: A Review Report. Presented by DR. LOUIS SOFFER 

(by invitation). 

Multicentric Basal Cell Epithelioma Treated with Thorium X. Presented by DR. A. J. ORFUSS and DR. VICTOR 

H. WITTEN. 

Bowen's Disease Treated with Thorium X. Presented by DR. A. J. ORFUSS and DR. VICTOR H. WITTEN. 

Nevus Flammeus Treated with Thorium X Solution. Presented by DR. A. J. ORFUSS and DR. VICTOR H. WITTEN. 
Nevus Flammeus Treated with Thorium X Solution. Presented by DR. A. J. ORFUSS and DR. VICTOR H. WITTEN. 
Partpsoriasis Varioliformis. Presented by DR. A. J. ORFUSS and (by invitation) DR. SIDNEY CLYMAN. 
Poikiloscleroderma. Presented by DR. EARL W. BRAUER and (by invitation) DR. P. MICHAELIDES. 

Amyloidosis Cutis. Presented by DR. JOHN GARB. 

A Case for Diagnosis: 1. Circumscribed Neurodermatitis; 2. Lichen Planus. Presented by DR. IRWIN LUBOWE and 

DR. FRANCES PASCHER. 


CHICAGO DERMATOLOGICAL SOCIETY 


Irene Neuhauser, M.D., President 
Samuel M. Biuefarb, M.D., Secretary 


Jan. 18, 1956 


Sarcoid Reaction—Foreign Body Granuloma? Presented (by invitation) by Dr. FREDERICK 
D. MALKINSON and Dr. JosepH O. PRIESTLEY. 


History: A 27-year-old white housewife received a 1 inch laceration just lateral to her 
left eye when she was struck by a swing at the age of 8 years. The laceration required 
several sutures but healed without complications, leaving a thin linear scar. Fifteen years 
later, in August, 1955, she noted a painful nodule developing in the scar, and the process 
soon involved the entire scarred area. She consulted Dr. J. F. Kendrick in Gary, who did 
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a biopsy of the lesion and had the sections examined by Drs. Wilbert and Perry Sachs in 
New York, who felt the most likely diagnosis was lupus vulgaris but also considered the 
possibility of sarcoid and foreign-body granuloma. A tuberculin patch test was negative. 
The patient was given a course of Nydrazid, 100 mg. b. i. d., for one month, during which 
time there was no change in the lesion. 

The family history was noncontributory. 

Physical Examination: Essentially negative except for the skin lesion, which consisted of 
a dusky erythematous infiltrated linear scar with several small erythematous nodules on either 
side. Diascopy revealed an apple jelly color. 

Laboratory Findings: White blood cell count 5,250, with a normal differential. Hemoglobin 
13.8 gm. Urinalysis negative. Total protein 7 gm. per 100 cc.; albumin 4.7 gm., globulin 2.3 
gm. 
Skin tests with old tuberculin 1:100,000; 1:10,000, and 1:1,000 were negative. 

X-rays of the chest and bones of hands were normal. 

Kveim antigen was injected one week ago. 

In the biopsy slide obtained from Dr. Kendrick doubly refractile particles were seen 
throughout the section on polarized microscopy. The section showed somewhat atrophic 
epidermis; a follicle remnant was present. Throughout the corium there were nests of epithelioid 
cells and lymphocvtes. The surrounding connective tissue was dense. There were large and 
small refractile bodies contained in giant cells and in the epithelioid cell nests. The histological 
diagnosis was sarcoid reaction (silicon?). 

Another biopsy was done, and the tissue was microincinerated for x-ray diffraction and 
spectroscopic analysis. These studies were done at the Argonne National Laboratories. 
No abnormal amounts of silica could be demonstrated, but abnormally large amounts of phos- 
phorus were found. 

Of the several therapeutic alternatives offered to the patient, her present preference is 
surgical excision. 


Sarcoidosis. Presented by Dr. JAMES WesstER, Dr. STANLEY Hurr, and (by invitation) 
Dr. Martin L. Gecut. : 


History: This 22-year-old patient first entered the hospital with a productive cough (no 
hemoptysis) of three weeks’ duration, a 10 Ib. weight loss, and dyspnea on exertion. The 
cough did not respond to antibiotics. There has been no known contact with asbestos, cotton 
dust, or beryllium. No skin lesions were noted. at the time of admission. Fungous tests on 
the sputum were negative. Skin tests with blastomycin 1:100, histoplasmin 1:500, and Man- 
toux 1:1000 were all negative. Mantoux 1:100 was faintly positive. Two weeks after ad- 
mission the patient developed numerous lesions on the skin, first appearing on the legs and 
then extending to the abdomen, buttocks, and arms. There were no symptoms referable to the 
lesions. The patient has not improved with therapy (PAS, and isonicotinic acid) and con- 
tinues to lose weight. 

Physical Examination: The patient was first seen two weeks after the onset of the erup- 
tion and presented numerous erythematous, papular, dry, scaly superficial lesions arranged in 
groups which varied in size from a quarter to a half dollar. The scales were fine and not 
too abundant. The lesions were progressive and extending to the anterior chest wall. The 
patient stated he had noted some hard lumps, but they had apparently disappeared. The 
patient recently developed a conjunctivitis of the left eye. 

Laboratory Findings: Liver biopsy—granulomatous hepatitis compatible with sarcoidosis. 
Skin biopsy—presented. Culture revealed no growth. 


Discussion of Two Preceding Cases 


Dr. Hamitron Montcomery, Rochester, Minn.: In regard to the second case, I would 
suggest the diagnosis of tuberculoid leprosy. At the International Meeting on Leprosy in 
Madrid, the classification of leprosy into lepromatous and tuberculoid types was generally 
accepted, together with an indeterminate type which might eventuate in either of the two 
preceding forms. In Mexico there is the so-called Lucio or diffuse leprosy, which is a form 
of the lepromatous type. In the tuberculoid form few or no bacilli are demonstrable and the 
lepromin test is positive. There is definite destruction of the nerve bundles and invasion 
of the cutaneous nerve bundles by histiocytes or lepra cells. The histopathologic changes in 
the section in the patient presented as sarcoidosis reveal degenerative changes in the cutaneous 
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nerves. Clinically the lesions of tuberculoid leprosy frequently resemble those of cutaneous 
sarcoid. I have never seen degenerative and destructive changes in the cutaneous nerve 
bundles in sarcoid or sarcoidosis such as is seen in the case presented. It is possible that we 
are dealing with a very mild or early stage of the tuberculoid form, which could explain 
the lack of anesthesia or ulnar nerve involvement. In the lepromatous type of leprosy there 
is perineural infiltrate without invasion or destruction of the nerve fibrils or bundles. This 
phenomenon may occur in other dermatoses and in cutaneous changes associated with such 
conditions as syringomyelia. In lepromatous leprosy, however, numerous bacilli may be 
demonstrated with various acid-fast stains for the lepra bacilli. This serves to distinguish 
the perineural infiltrate in the lepromatous type of leprosy from other dermatoses. 


Dr. Marcus R. Caro: A year ago we had a patient who had been injured 14 years before 
in an accident involving the eyebrow. Recently the small flat scar became deep and indurated. 
A section from the indurated mass showed a sarcoid picture, and there were many spicules 
of glass or other foreign material within the sarcoid infiltrate, as demonstrated by polariscopic 
examination. We were going to have the entire area excised, but as an experiment I pre- 
scribed a 1% hydrocortisone ointment to be applied twice a day. In about two months’ time, 
the induration disappeared and the scar had reverted back to its original appearance. 

Dr. STEPHEN RotHMaNn: Dr. Cochrane told me that the histological picture of sarcoid in 
the Negro is so identical with the picture of tuberculoid leprosy that he would insist that 
all cases should be further investigated. The case at Illinois is clinically certainly very 
similar to lupus vulgaris. 

Dr. FrepertcK D. MALKINSON (by invitation): We thought the history, clinical appearance, 
and histopathologic findings were quite characteristic of silicon granuloma. We were surprised 
when microincineration and x-ray diffraction studies done at the Argonne National Laboratory 
showed the silicon content of the granuloma to be no different from that of normal skin. 
The granuloma tissue did show a great increase in phosphorus content, however. Few 
instances of foreign body granuloma from phosphorus compounds have been reported. 
Phospholipid content may be high in such lesions, and fibrous tissue reactions have been 
reported in rats injected with amorphous phosphorus compounds. 


It seems then that we are dealing here with a foreign-body granuloma due to an inorganic 
crystalline substance which may have a high phosphorus content. 

We shall give hydrocortisone ointment a trial, but shall recommend surgical excision if 
this is unsuccessful. 


Dr. JAMEs.R. Wesster: I confess we have not considered the possibility of leprosy in 
our case, but we are obliged to Dr. Montgomery for the suggestion and will investigate further 
with this in mind. However, according to liver biopsy this patient has sarcoidosis, and the 
tuberculin test is negative, which two facts would be difficult to explain except on the basis 
of a diagnosis of sarcoidosis. Also, if there were as much nerve destruction as Dr. Montgomery 
observed in the slides from the skin, we might expect clinical anesthesia, which could not be 
demonstrated. 


Lymphangioma Circumscriptum with Congenital Unilateral Lymphedema. Presented by 
Dr. HyMAN J. BursTEIN. 


History: An unmarried woman, aged 28, was initially seen with a tumorous lesion on the 
left groin on Oct. 6, 1955. The lesion first appeared 18 months ago, has been painless, and 
nas increased in size. Her left lower extremity has been enlarged since infancy, the solid 
swelling involving the entire foot and leg. Because of recurrent infections of the leg, the patient 
entered Illinois Research and Educational Hospital in 1946 and in 1948, where Dr. G. DeTakats 
performed Kondolean operations on the leg, and later the foot, with considerable improvement. 
There is still diffuse thickening and swelling of the left leg and foot requiring constant 
Elastoplast bandaging. 

Her parents and four brothers and sisters are living and well and there is no familial 
history of a similar disorder. No other anomalies are apparent. 


Physical examination: The left inguinal area shows an elliptical area 3 X 8 cm., consisting 
of coalescent, thick-walled, pinhead- to smail-pea-sized purplish vesicles that yield an excess 
of fluid on puncture. About the periphery are isolated miliary vesicles, and there are super- 
ficial vascular dots and telangiectasia. The surrounding pigmentation followed superficial 
x-ray therapy in October. 
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Physical examination is normal except for the cutaneous lesion and leg . ema. There is a 
healed abdominal exploratory incision done prior to the leg surgery, and three healed incisions 
of the left leg and foot. 

Laboratory Findings: Routine Kahn, hemogram, sedimentation rate, and urinalyses are 
normal. The biopsy specimen is shown. 


Discussion 


Dr. ArtHur C. Curtis, Ann Arbor, Mich.: This woman has an inherited abnormality of 
the lymph channels of the entire left leg. The hyperkeratosis and swelling of the toes are 
evidence of lymphatic block. Lymphangiomatous tissue may be involved in a hereditary 
abnormality much like hemangiomatous tissue in the so-called Parkes-Weber 2nd Sturge- 
Weber syndromes. The lymphangioma circumscriptum may be the counterpart .of the port 
wine mark in the hemangiomatous hereditary diseases noted above. 

Dr. Leon GotpMAN, Cincinnati: You may remember that some time back in the ARCHIVEs, 
there was a similar type of case from our Department, and this was discussed by Dr. Pinkus. 
In this case, lymphangiectatic varices followed mastectomy in which an elephantiasis of the 
arm developed. The interesting feature of these varices was their tuberous quality. I think 
probably the same mechanism is here. This also rules out one of those lymphangiosarcomas 
following mastectomy. : 

Dr. THEODORE CoRNBLEET: In the Parkes Weber syndrome and arteriovenous aneurysm 
all the tissues, including bone, tend to hypertrophy. Here, only the skin appears to be thickened. 


Pityriasis Rubra Pilaris in Young Siblings. Presented by Dr. Francis E. SENEAR and 
Dr. Joun B. HaAEBeERLIN Jr. and (by invitation) Dr. HeywortH N. SANForpD. 


History: A 6-year-old white girl was first seen in June, 1949, at 10 months of age. There 
was a history of onset of the eruption shortly after birth and before the patient and her 
mother were released from the hospital. Examination revealed symmetrical red scaling 
patches about the eyes, cheeks, and on the extremities. The palms and soles showed typical 
keratoderma with extension to the sides of the feet and dorsal surfaces of the hands. 
Therapy has included vitamin A intermittently in doses from 15 gtt. of Aquasol A at 10 
months (50,000 units) to 100,000 units per day at the present time. Supplements of vitamin B 
complex have also been given, and of many om..sents tried, White’s A and D ointment is 
preferred by the patient and her mother. 

Two other siblings both older, show no evidence of skin abnormality, and there is no 
known case of similar type in the family. 

A 5%4-month-old brother was first seen in November, 1955, at 314 months of age. At birth 
the skin was noted to be Gry but otherwise not remarkable. About three weeks before the 
first examination the eruption appeared on the palms and soles, and it has extended to the 
sides and backs of the hands and feet, with recent appearance of dry shiny red patches on 
the chin. Treatment with Aquasol A was begun with ascending doses to 15 gtt. (50,000 units) 
per day, and the eruption appears to be stationary at this level. 


Discussion 


Dr. M. H. Kutwin, Champaign: I should like to recall at this time a review of 58 cases 
of pityriasis rubra pilaris by Dr. Kierland and me in 1948-1949 and published in the ARCHIVES. 
Those cases which appeared in early childhood and young life showed more response to 
vitamin A than those cases in early maturity. Also significant, some seemed to respond 
to antieczematous treatment. 

Dr. STEPHEN RoTHMAN: It never has been satisfactorily proved that pityriasis rubra 
pilaris is a vitamin A deficiency disease. The therapeutic effect of vitamin A which, by the 
way, is by no means always satisfactory, is based on its pharmacological effect and not on 
substitution therapy. Vitamin A is a powerful antikeratinizing agent and is particularly 
effective against follicular hyperkeratoses. 


Ainhum. Presented by Dr. Oxiver RIAN, Peoria. 


History: This man, an American Negro, states that he first noticed a constriction of the 
left little toe about three years ago. A few months later he observed a similar condition on 
the right little toe. The constrictions have become progressively deeper. 
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Physical Examination: Examination on Dec. 16, 1955, revealed a 47-year-old Negro with 
a constriction at about the center of each little toe. The constrictions consist of a fairly deep 
groove completely surrounding the left little toe, and a similar groove on the right, which 
partially surrounds the little toe. The terminal portions of both little toes are bulbous in 
nature. There were a few superficial ulcers on the left little toe. 

Laboratory Findings: Kahn negative. X-rays revealed no bony change. 


Discussion 


Dr. Leon GotyMAN, Cincinnati: It is interesting to speculate whether there is any relation- 
ship with Dupuytren’s disease or with Peyronie’s disease. We have tried hydrocortisone 
injections in Dupuytren’s. We have learned from the urologists that injection of hydro- 
cortisone have been effective in Peyronie’s disease. If used in this case, it should be used 
in small volume to avoid necrosis. I do not believe in this case there is any relationship to 
leprosy, although, I believe it has been occasionally stated that it does bear such an 
association. 

Dr. Ottver RIAN, Peoria: We thought at one time that this disease occurred only in the 
African Negro. The etiological factor was thought to be sharp-bladed grasses cutting the 
bottoms of the feet in these people who did not wear shoes. Some 50 cases have been 
reported in Negroes in this country. Bluefarb and Johnson have reported cases with con- 
stricting bands of the fingers. Robinson reported a case in which several fingers were lost 
in utero. These were cases of ainhum-like constrictions. This case was referred to me by 
a young female psychiatrist, who said, “I think this is a case of ainhum,” and when I questioned 
her about this disease, she said she had trained at Charity Hospital in New Orleans and had 
seen several cases there. 


Generalized Lentigines. Presented by Dr. Jutrus GrnsBerc and (by invitation) Dr. Curts- 
TINE SUTTON. 


Discussion 


Dr. S. W. Becker Jr.: This boy shows quite a lot of pigmented lesions, all of which 
seem to be developing at the same time. Unfortunately, the biopsy specimen was not available, 
but I do not question the fact that the lesions on which biopsy was done were lentigines. 
I think the light-colored lesion on the shoulders and back probably are freckles. Some of 
the darker, small macular lesions on the forearms probably are nevi. It is very common for 
nevi and freckles to appear around puberty, but it is unusual for lentigines to appear early. 
I do not recall having heard of an instance where all three developed at the same time. 
Of course, multiple lentigines are a totally benign process. They must be related in some 
maiuner to freckles and to multiple nevi. Probably he is developing all three of the lesions 
at once. 

Dr. STEPHEN RorHMAN: Freckles are genetically induced and mostly fairly equal in size. 
These lentigines are very different in color, shape, and size. The patient has telangiectases 
of his nose. I should like to suggest the diagnosis of scleroderma. 

Dr. Hamitton MontcoMery, Rochester, Minn.: In a study of 100 cases of nevi in 
children before the age of puberty, Dr. Otto Stegmaier and I encountered several instances 
where histopathologically there appeared to be only a lentigo or even a freckle, but in which 
on further sectioning of the block the histologic picture became that of a so-called junction 
nevus with nevus cells being present. It has been my experience in both children and adults 
that the lesions diagnosed clinically as a lentigo histopathologically will reveal nevus cells if 
the biopsy specimen is sectioned through different levels. 

Dr. S. W. Becker Jr.: In answer to Dr. Rothman, there is one type of freckle occurring 
on chest, shoulders, and back which appears around puberty. These do not tend te come on with 
summer. That, I believe, is what this patient has. I thought of xeroderma pigmentosum, but 
the fact that the eruption spares the light-exposed areas is against that diagnosis. 


Lymphadenosis Benigna Cutis? Disseminated Form (Bafverstedt). Presented by Dr. 
J. B. Howe t, Dallas, Texas. 
A white man, age 41, was first seen Jan. 11, 1949,,with.a presenting. complaint. of. itching 
lumps over the body of six months’ duration and new lesions forming from time to time, 
Physical examination revealed the presence of many pea-sized to dime-sized nodular 
lesions over the trunk, upper arms, and neck. The patient’s general health was good. There 
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was no remarkable lymph node adenopathy. The spleen was not palpable. A biopsy performed 
at that time, was reported as showing “subepidermai collections of lymphoid tissue, etiology 
not apparent, malignant lymphomatous disease to be ruled out.” -The section was reviewed by 
Dr. Hamilton Montgomery, whose first impression was lymphoblastoma, with reservations, 
however, because of the mature appearance of most of the cells, and it was suggested that 
touch smears from the biopsy lesion be obtained. This procedure was carried out, but was 
not helpful diagnostically. Dr. Joseph Hill, pathologist and hematologist of Baylor Hospital, 
suggested the diagnosis of lymphosarcoma, but with reluctance. 

A single lesion of the lower sternum was selected and given superficial x-rays, 300 r. 
Response of a favorable nature was apparent within a week. The chest and back were 
diagramatically divided into sections and treated with superficial x-ray, 150 r to each section 
at weekly intervals for five treatments. In addition, individual lesions elsewhere were treated 
with 150 r. The response to this therapy was favorable. A blood study in May, 1949, was 
normal. The treatment was then extended to other areas of the body as new lesions appeared, 
the dose being reduced to 75 r at each treatment. 

In July, 1949, the patient was referred to the Mayo Clinic. Dr. Montgomery reviewed a 
section obtained there and thought the lesions were lymphocytoma with eosinophilia. It was 
the opinion of Dr. Paul A. O’Leary that x-ray therapy should be continued and that nitrogen 
mustards were not indicated. Blood studies and x-ray examinations performed there were 
negative. The patient was seen by Dr. Charles Martin in March, 1950, and received deep 
x-ray therapy to a limited. group of nodules over the chest. In May, 1950, the patient was 
started on a series of penicillin injections, 1,200,000 units weekly, for 10 weeks, with no ap- 
parent benefit. 

The case abstract, slides and kodachromes were reviewed by Drs. Loveman and Fliegelman 
in August, 1950. It was their impression that the disease was a malignant lymphoma or a dis- 
seminated type of Speigler-Fendt sarcoid. Histologically the case was not the typical localized 
type of lymphocytoma. However, they pointed out that the circumscribed collections of 
lymphocytes with few if any mytotic figures were ‘suggestive of lymphocytoma. Dr. 
Fliegelman stated that he would be suspicious of either a low-grade malignant type of 
lymphoma or disseminated type of Speigler-Fendt sarcoid. 

A repeat biopsy in October, 1951, was reported as low-grade chronic nonspecific dermatitis 
with associated lymphocytic cell infiltration and granuloma reaction by Dr. Goforth of Dallas. 
Repeat blood studies at that time were normai. 

The individual lesions were treated with superficial therapy, 75 r to 150 r. Treated lesions 
would respond and new lesions would appear. The protocol of the case with associated slides 
and colored pictures was reviewed by Dr. Bafverstedt of Stockholm in August, 1952. It was 
his impression that this was a fairly typical case of lymphadenosis benigna cutis of the dis- 
seminated form. He pointed out that this is the rarest form of the disease and usually runs 
a chronic course, with infiltration and tumors arising at new sites while the old ones sometimes 
disappear spontaneously. He further stated that as far as he knew these never became malig- 
nant, and there are no general disturbances, except, in some cases, some slight reactivity in 
the reticulum of the bone marrow and lymph glands, such as reticulum hyperplasia and/or 
slight enlargement, respectively; no lymphocytosis of the blood. He thought the disease 
should be kept apart frora all kinds of lymphoblastomas, and so forth, just because of its 
benignity, which, in his view, was the main feature. He has not seen, nor has he heard of 
typical cases which eventually have turned malignant. This possibility cannot be excluded, 
of course; on the contrary, it is astonishing that malignancy has not been observed so far. 
The lesions are highly sensitive to x-ray therapy. He related that some authors have reported 
good results with penicillin, but personally he had not. He also said that bismuth injections 
could be tried. 

Repeat blood studies in September, 1954, were normal. At no time has there been any 
evidence of a systemic disease. New lesions regressed following infiltration with hydro- 
cortisone in 1953, but pain of injection and expense did not warrant continuation. 

Recent laboratory work: Complete blood count Aug. 24, 1955. Hemoglobin 16.9 gm.; 
white blood cells 10,400, with 70% polymorphonuclears, 26% lymphocytes, 2% eosinophiles, 
1% monocytes. Red blood cells 5,100,000. Platelets 171,200. 

Biopsy on Oct. 7, 1955, of a nodule was reported by the Baylor Hospital Pathology 
Departi..2nt as “true Hodgkin’s granuloma of the skin.” 
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Discussion 


Dr. Samus. M. ‘BLUEFARB: In a study of a group of tumors of the cutis and subcutis 
composed of lympkoreticular tissue and characterized by a benign course, Bafverstedt concluded 
that Spiegler-Fendt sarcoid and lymphocytoma constituted one entity. He called these tumors 
“benign lymphadenosis cutis,” which are clinically of two types: one characterized by one 
isolated lesion or several regionally localized tumors, and the other by multiple, disseminate 
tumors. The former type shows a predilection for the face, the ear lobes, the nipple, and 
the scrotum. The tumors do not undergo necrosis and do not ulcerate. The multiple dissemi- 
nated type is seldom encountered, and we are grateful to Dr. Howell for bringing this patient 
from Texas so that we might see this case. 

Recently Bafverstedt reported four cases in which benign lymphadenosis cutis was a pre- 
cursor of malignancy. About 10 years ago I described a case of lymphocytoma of the thigh. 
The lesion responded to roentgen ray therapy, but this patient is now in the hospital with 
carcinoma of the liver. 

Dr. Davin W. Kerstinc, Milwaukee: I concur with those who observed the cytologic 
pleomorphism in the biopsies of these lesions. The changes in the sections are consistent 
with certain insect bite reactions which may resemble lymphoma, but the gross pathology in 
this patient, i. e., the clinical morphology and multiplicity of the lesions, along with the micro- 
scopic changes, in my opinion, suggests lymphomatous disease, not necessarily benign. 

Dr. SamMuet M. Biuerars: The histologic picture of these tumors shows reticulum and 
lymphatic cells, the reticulum cells usually being the most numerous. Reaction centers plus 
the inflammatory cells are the distinctive features and are important in the differential diag- 
nosis from the more malignant lymphomas, such as Hodgkin’s disease. 

Dr. J. B. Howett, Dallas, Texas: If this patient has a benign disease, I think the case is 
unique. If it turns out, however, to be a low-grade malignant lymphoma, I do not think the 
features are too unusual. Emphasis has been made on most of the important points of this 
disorder by Dr. Bluefarb. 


I should like to point out that Dr. Bafverstedt in the 11th Supplement to Acta dermato- 
venerelogica, published in 1943, attempted to separate tumors of the cutis and subcutis com- 
posed of lymphoreticular tissue and characterized by a benign course from the group of 
malignant lymphomas. He suggested the designation lymphadenosis benigna cutis for this 
disorder. The term is synonymous with benign Speigler-Fendt sarcoid. 


In the disseminated form of lymphadenosis benigna cutis, new tumors may appear from 
time to time. These may heal spontaneously with or without scar formation or may heal 
following therapy. The tumors are very radiosensitive. They are nonulcerous except following 
trauma. Sometimes a mild regional adenitis is present. There are no hemocytological abnor- 
malities. The bone marrow and peripheral blood are normal. There is no evidence of spread 
to other organs other than the skin and subcutaneous tissues. Malignant degeneration has 
never been established in any case of true lymphadenosis benigna cutis. The cause and 
pathogenesis are unknown. Histologically the tumor is composed of reticulum and lymphocytic 
cells; one of the two predominates. Reaction centers or germinal centers, the presence of 
inflammatory cells, as well as swelling and proliferation of vascular endothelium, are distinctive 
features. 

The fundamental problem presented in this case is to establish whether the tumors are 
benign or malignant. The sections from several of the tumors have been examined by many 
physicians including Dr. Bafverstedt, and there is a division of opinion as to whether the 
process is lymphadenosis benigna cutis or a malignant lymphoma. Coming up on the train 
last night, I heard a news commentator close his summary of the news by saying, “There 
is nothing that can be sliced so thin that there are not two sides.” I think that in this par- 
ticular case further observation will be needed. 


Healing Pyoderm with Chronic Lymphatic Leukemia. Presented by Dr. Samuet M. Biue- 
FARB and Dr. Siras WALLK, and (by invitation) Dr. LEoNArD Horr. 
Discussion 


Dr. SaAMuEL M. BLUEFARB: This patient was presented the previous month as having a 
possible primary lesion of pemphigus. Further studies, including sternal marrow examination, 
have disclosed that this patient has a chronic: lymphatic leukemia with a pyoderm of the scalp. 
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Red Cell Aplasia with Hemochromatosis(?). Presented by Dr. SamMueL M. BLUEFARB, 
Dr. Sitas WALLK, and (by invitation) Dr. Martin L, GEcurT. 


This 28-year-old patient has been under treatment for aplastic anemia for 30 months. 
During this time she has received approximately 130 whole blood transfusions. During the last 
18 months she has developed a gradually increasing generalized pigmentation. The patient 
also has rheumatic heart disease. 

A biopsy done on Dec. 27, 1955 did rot give a positive iron reaction. Slide is presented. 


Discussion 


Dr. THEODORE CoRNBLEET: In one of our patients with the primary form of hemochroma- 
tosis the skin failed’ to show iron, though there was much pigment. The liver biopsy specimen, 
however, was heavily laden with iron, and had evidence of cirrhosis. As is well known, the 
skin does not prove the correct diagnosis of hemochromatosis in- numbers of cases. 

Dr. S. W. BeEcKER Jr.: I want to agree with Dr. Ginsberg that this patient showed yellow 
sclerae. As to the color of the skin, the light was very bad so I could not be sure of the true 
shade. It seemed very yellowish for hemochromatosis. There was no evidence of a brownish 
cast which you would expect from melanin pigment. The palms were very yellow without any 
pigmentation along the creases which is sometimes seen in hemochromatosis. I think she is 
jaundiced. 

Dr. Hamitton MontcoMery, Rochester, Minn.: In a fair. percentage of cases up to 
possibly 25%, biopsies of the skin may fail to reveal deposition of hemosiderin in cases of 
hemachromatosis and a liver biopsy may be necessary to establish the diagnosis. 

Dr. SAMuEL M. Biuerars: This patient presents an interesting and unusual picture of a 
primary red cell aplasia in an adult. Although: the Hematology Department has had three 
cases of red cell aplasia in children, this is the first instance in which this abnormality was 
present in an adult. For some as yet unknown reason, the formation of red blood ceased 
about 30 months ago. Since that time she has had about 130 transfusions of whole blood. 
The recent cutaneous pigmentation is probably due to hemochromatosis. Much of the pig- 
mentation is provoked by an increase in skin melanin concentrations, and hemosiderin deposits 
of any significance may not appear until late in the disease. Splenectomy and steroid therapy 
have not benefited the patient. 

Atopic Eczema? Systemic Lupus Erythematosus? Presented by DR. MALCOLM SPENCER and (by invitation) CAPT. 

HENRY L. HINES. 

Case for Diagnosis (Lupus Erythematosus?) Presented by DR. RICHARD B. STOUGHTON. 
Giscoid Lupus Erythematosus. Presented by DR. DAVID OMENS and (by invitation) DR. HAROLD OMENS and 

DR. MARTIN L. GECHT. 

Moeller’s Glossitis? Presented by DR. HYMAN J. BURSTEIN. 

Rudimentary Polydactyly. Presented by DR. ALFRED B. FALK. 

Pityriasis Lichenoides Chronica (with Some Acute Lesions). Presented by DR. STEPHEN ROTHMAN and (by 
invitation) DR. SYLVIA M. GRIEM. 

A Case for Diagnosis: Bromoderma? Presented by DR. JAMES WEBSTER and DR. STANLEY HUFF and (by in- 

vitation) DR. CARLOS del BUS) O. 

Carcinoma of te Right Breast with Metastasis. Presented by DR. THEODORE CORNBLEET and DR. S, BARSKY, 
and ’ © invitation) DR. CARLOS del BUSTO. 
Silent :erforation of the Duodenum While on Steroid Therapy. Presented by DR. ehagiatyiel CORNBLEET and 


DR. SIDNEY BARSKY and (by invitation) DR. LEONARD HOI. 
Loc’.:ized Myxedema. Presented by DR. DAVID OMENS and (by invitation) DR. HAROLD OMENS and DR. 


LEONARD HOIT. 

Hypernephroma with Metastasis to Arms. Presented by DR. THEODORE CORNBLEET, DR. SIDNEY BARSKY, and 
(by invitation) DR. CARLOS del BUSTO. 

Lichen S’riatus. Presented by DR. JAMES WEBSTER and DR. STANLEY HUFF and (by invitation) DR. CARLOS 


del BUSTO. 
Linear Scleroderma. Presented by DR. SAMUEL M. BLUEFARB and (by invitation) DR. MARTIN L. GECHT. 
NEW YORK DERMATOLOGICAL SOCIETY 


Gerald F. Machacek, M.D., President 
J. Lowry Miller, M.D., Secretary 


Jan. 24, 1956 


A Case for Diagnosis: Angioblastoma? Endothelioma? presented by Dr. Eucene F. 


TRAUB. 
A girl aged 5 years was first seen on Noy. 3, 1955, because of a lesion on the right side 
of the upper lip which the mother had first noticed in May, 1955. The area measured about 
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2.5 by 1.5 cm. in diameter and was slightly elevated with a sharply demarcated border. The 
lesion was erythematous and seemed slightly succulent. It had beer: mistaken by several 
dermatologists for an angioma, indicating that the pinkish color suggested considerable 
vascularity. However, it was a solid tumor, and, although it changed slightly in elevation 
from time to time, it was essentially a fixed lesion after it reached its present size. 

A biopsy from one edge of the lesion was reported by Dr. Perry Sachs as follows: 
“Throughout the cutis was a cellular mass composed of cells containing large round and oval 
nuclei which were hyperchromatic. Some of the vessels were lined by similar cells. The 
cutis showed edema and granular changes. Some of the vessels appeared to be breaking down. 
The epidermis showed no important change. 

“Iam unable to classify this lesion definitely. I feel it is some form of angioblastoma or 
endothelioma. While I feel these cells may be definitely of an embryonic or possibly a nevoid 
nature, since the cells are large I would suggest that this lesion be destroyed.” 

Because of the peculiar nature of the cells found, the section was also seen by Dr. Wilbert 
Sachs and several other pathdlogists, none of whom was able to establish a definite diagnosis. 

After a change had occurred in the lesion the early part of January, 1956, a second biopsy 
was performed. At this time the greater part of the lesion seemed fainter and flatter, but 
a large nodule had developed at or about the site of the bionsy, and another just above this. 
These nodules were firm, and on slight pressure the erythematous color faded, leaving a 
waxy appearance. 

The report stated that sections of the second biopsy showed changes similar to the first 
one. The reaction was much more prominent, however, and a more nodular type of lesion 
was suggested. The cells were similar to those previously described. 


Discussion 


Dr. Georce C. ANnpREwsS: It is probably some type of hemangioendothelioma or blood- 
vessel tumor. If it is a hemangioendothelioma, I believe that it can be cured by radiotherapy 
or by excision. We usually use filtered divided doses in the usual manner. We treat it as 
a tumor, but not with doses that leave atrophy or scars. 

Dr. Witpert Sacus: I saw the original slides with Perry, and he felt it was an endo- 
thelioma, while I thought it was some type of neoplasm involving the blood vessels. There 
were many congested vessels, but I did feel it was a benign lesion. I saw the other slide 
tonight, and it showed the same thing, except that the cells were much smaller. Therefore 
the lesion is retrogressing somewhat, so I would sit tight. I am more confident than originally 
that it is a benign iesion. 


Dr. Eucene F, Traus: There has been a decided difference of opinion .ué interpreta- 
tion of the slides in this case. Originally the lesion appeared quite vascular and was mistaken 
for an angioma. When we first saw it, the lesion was entirely soft an* ~ ter d toward 


the center of the lip. Recently the total size has appeared to shrink, but nu . vs have arisen, 
particularly in the general areas where the biopsies had been performed. ‘the nodules are 
of an entirely different consistency than the original lesion. They are hard and waxy, whereas 
the original lesion was rather edematous or succulent. One of the pathologists in Philadelphia 
felt that it might be a fibrosarcoma and malignant. We have been reluctant to advise com- 
plete excision because of the extensive area involved, but we do not know whether the lesion 
would be radiosensitive or whether it would not be better to observe the process for a while 
and do nothing. 

Dr. Georce C. ANpREws: We had a child about this age who developed a tumor some- 
thing like this, but it was more a plum-colored lesion. I thought it was a hemangioma, but it 
turned out te be a lymphosarcoma. Dr. A. Purdy Stout is very interested in this type of 
lesion, so I suggest that the child be taken to him. 

Dr. Wiipert SAcHs: The second slide shows some fibromatous tissue. I don’t see any 
evidence of sarcoma. I would certainly be in favor of watching the chld for a while. 

(Note: Dr. Purdy Stout diagnosed the lesion as a xanthofibroma without doubt, feeling 
that it was a benign lesion but might be invasive and should be excised. This in itself seems 
to be somewhat of a contradiction.) 


Rosacea Associated with Ocular Manifestations. Presented by Dr. Maurice J. CosTELto. 
A teacher aged 33, has had rosacea since 1942. For the past two years she has had ocular 
manifestations—keratoconjunctivitis and corneal dystrophy with loss of vision. She also has 
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ulcerative colitis. A sinusectomy was performed several years ago to help relieve the eye 
condition, but without benefit. 

The patient presented typical edematous papular lesions in the oval of the face with a 
background of erythema and telangiectasia. Her vision is poor in both eyes, worse in the left. 
Discussion 

Dr. Cart T. Netson: It has not been my experience to see this amount of keratitis with 
such a mild rosacea. I wonder if there is not some other cause for the keratitis. 

Dr. Evcene F. Traus: If this patient had more severe rosacea, I think that diagnosis 
would be acceptable, but tonight the erythema and scaling suggested seborrheic dermatitis 
more than rosacea, so I agree with Dr. Nelson that these ocular changes might have a different 
cause. 

Dr. AntHoNY C. CrpoLLarc: The association of rosacea and keratitis is much commoner 
than most dermatologists are aware. No one knows why the two disorders occur in the same 
patient. Their simultaneous occurrence does not necessarily mean an etiological relationship. 

Dr. Frank E. Cormia: Vitamin B complex with a lot of riboflavin might help. 

Dr. Ortanno Canizares: I was interested in the distribution of the eruption in this 
patient. The nuns of this order wear a very tight headpiece which presses on both cheeks, 
and the eruption stops abruptly as its edge. I saw exactly the same pattern in another nun 
several years ago. Perhaps the pressure of the headpiece on the face interferes with the 
circulation, or it may indicate the role of light on rosacea, as the covered parts are free of 
lesions. : 

Dr. GerALp F. MAcHACEK: Has the urine been examined for porphyrins? (Answer: No.) 

Dr. Georce C. Anprews: The keratoconjunctivitis can be all out of proportion. There 
doesn’t have to be mch cutaneous involvement, even though the patient may become blind. 
Meticorten brings a good response. 

Dr. Maurice J. CosteLLo: There were two excellent articles in the Year Books of 1954 
and 1955 (Brit. J. Dermat. 65 :448-457, and Brit. J. Dermat. 65 :458-463, 1953) by ophthalmolo- 
gists, and one would get the impression from those thaf ocular disorders are common in 
rosacea. They are associated, as Dr. Cipollaro said, but do not necesstrily arise from ‘the 
same cause. The eye symptoms may be maximal and the skin symptoms minimal, and vice 
versa. 


Lupus Miliaris Disseminatus Faciei. Presented by Dr. Grorce M. Lewis. 

‘A woman aged 34, married clerical worker, was first seen on Aug: 11, 1955, at which time 
she presented numerous maculopapular lesions, 1 to 3 mm. in diameter, distributed sym- 
metrically on the cheeks and forehead. On diascopic pressure the lesions had an “apple jelly” 
appearance. A probe could be inserted into the center with very little force. The lesions had 
appeared gradually a year before. The patient has been intolerant to sunlight. Her mother 
has had pulmonary tuberculosis. 

Biopsy was reported as “probable lupus miliaris disseminatus faciei.” 

A roentgenogram of the chest was normal, and a tuberculin patch test was negative. 

The patient received Nydrazid, 200 mg. daily, for three months. Treatment was sup- 
lemented by application of carbon dioxide slush or Freon, ai.d use of a lotion containing 
resorcin and sulfur. There was no clinical response, so the Nydrazid was stopped and Aralen, 
250 mg. daily, given. Within three weeks a noticeable improvement was seen, and in three 
months only a few lesions remained. 


Discussion 


Dr. Eucene F. Traus: Either this represents an excellent result or it is some other 
entity, because there are no lesions on which a diagnosis could be based today. 

Dr. Grorce M. Lewis: The lack of response to antituberculous treatment and the good 
results following anti-lupus-erythematosus treatment are interesting. 

Dr. Cart T. Netson: The tuberculin test is negative, which is not unheard of in lupus 
miliaris disseminatus faciei. In evaluating treatment, we should remember that when lesions 
of this disease disappear they are apt to do so all at once and within a period of a few 
weeks. Therefore, improvement in this case may have been largely a spontaneous phenomenon 
and not the effect of chloroquine. 

Dr.: Georce M. Lewis: Gold and bismuth have been used successfully in treating this 
disease. 
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A Case for Diagnosis: Sarcoid? Giant-Cell Granuloma? Presented by Dr. ANTHONY 

C. CIPoLLaro. 

A woman aged 56 was first seen a year ago with a crusted, scaly lesion, 2.5 cm. in size, 
on the left side of the scalp, of two years’ duration. The lesion had been irritated and it 
was impossible to determine whether an infiltrated border was present. Seborrheic keratosis 
and discoid lupus erythematosus were considered. During the next six months there was 
no response to treatment with 1% salicylic acid and 6% amoniated mercury ointment locally, 
Aralen internally, and two exposures of unfiltered x-rays of %4 and % skin units. 

A biopsy performed six months ago revealed no evidence of lymphoblastoma, epithelioma, 
or lupus erythematosus. The reaction was that of a giant-cell granuloma with a few areas 
suggestive of sarcoidosis. Subsequently the patient received four treatments of unfiltered 
x-rays, making a total of four 3% skin units, and Neosporin ointment locally. 

Throughout this period the border of the lesion has remained active and spread peripherally. 
Centrally, there has been resolution with regrowth of a few hairs. \ 

In the left parietal area is a solitary, discrete, oval lesion approximately 3 by 4.5 cm. in 
size. The border is slightly depressed, tender, oozing, and contains numerous telangiectatic 
vessels and many loosely adherent golden yellow crusts. The central portion, which is 2 by 
2.5 cm. in size, shows superficial scarring and a sparse growth of fine white hair. 

A blood count on July 1, 1955, showed hemoglobin 90%, red blood cells 4,700,900, and 
white blood cells 6,100, with polymorphonuclear leukocytes 68, lymphocytes 27, monocytes 3, 
and eosinophiles 2. No abncrmal cells were seen. 


Discussion 


Dr.:Franx E. Cormia: I don’t see how we can make a definite diagnosis, but believe 
it is a case of annular sarcoidosis. 

Dr. Maurice J. Costetto: The lesion is pretty well bound down to the scalp aponeurosis, 
and I would entertain the thought of some deeply infiltrative type of epithelioma. Perhaps 
another deeper biopsy should be performed. 

Dr. Geratp F. Macuacex: I agree with those who suggest another biopsy. There are 
curious giant cells present which on casual look appear to be foreign-body giant cells. The 
picture is certainly not that of sarcoid. 

Dr. Wizpert Sacus: I think Dr. Costello put his finger on the diagnosis. There is no 
tubercle formation, no sarcoid, no lupus vulgaris. I think it is Cock’s tumor, which occurs 
on the scalp, arising from muscle, and peculiar in that there are many multinucleated cells. 

Dr. Eucene F. Traus,: The most logical thought in days gone by would have been the 
great imitator, syphilis, despite the fact that there has been one negative Wassermann test. 
The lesion represents an incomplete circle; in other words, a hook-shaped lesion. Its course 
to date could have been that of a tertiary syphilid, and I believe another Wassermann or 
even a course of treatment might be tried in this case. 

Dr. Georce C. ‘ANpREws: There is usually some stage of activity as well as scarring 
in a late syphilitic lesion of that type, and the whole thing isn’t evenly erythematous the 
way this lesion is. ( 


Sarcoidosis. Presented by Dr. ANTHONY C. CIPOLLARO. 

. A Negro aged 30 developed swelling of the neck, cough and hoarseness one and a half 
years ago. At the New York City Hospital a diagnosis of Boeck’s sarcoid was made, and 
he was told that the right vocal cord was paralyzed. Six months ago extensive erosions 
developed in both nares, more severe on the right. and these have responded partially to 
antibiotic drugs locally. In addition, nodular lesions have appeared on the nose and face. 

There are occasional night sweats, and the cough and hoarseness persists. Occasionally a 
small amount of bright red blood is seen in the sputum. There has been a loss of about 
10 lb. in weight since the onset of the illness. 

There are numerous firm, nontender, nodular, skin-colored lesions of the face, especially 
on the nose and eyelids, which appear yellowish in color on diascopic pressure. A circinate 
lesion is present on the chest. There is thick crusting in the ears. The voice is hoarse; 
no oral lesions are seen. Excessive erosion is noted in both nares. There is a slightly knotty 
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appearance of some of the fingers, which the patient attributes to trauma. On the legs 
the skin is dry, scaly, and hyperpigmented. A pronounced generalized lymphadenopathy is 
present. There is interscapular dullness. The liver and spleen are not palpable. 

Biopsy of a nodule from the nose showed a tuberculoid reaction which was suggestive 
of lupus vulgaris or sarcoidosis. An acid-fast stain was negative. Biopsy of a cervical 
lymph node was diagnosed at New York City Hospital as Boeck’s sarcoid. 

Hemoglobin was 13.5 gm., red blood cells 5,050,000, and white blood cells 6,000, with 
polymorphonuclear leukocytes 54, stab forms 2, lymphocytes 37, and monocytes 7. The 
erythrocyte sedimentation rate was 61 mm. in one hour. Serum proteins were 8.5 gm., with 
albumin 3.7 and globulin 4.8 gm. The serum calcium was 9.9 mg. per 100 cc. Serologic tests 
for syphilis were negative. Urinalysis was negative for acid-fast bacilli; there were many 
pus cells and many Gram-positive cocci in clumps. Smears and cultures of the sputum 
were negative for acid-fast bacilli on three occasions. Tuberculin tests were negative in 
dilutions of 1:100,000, 1:10,000, and 1:5,000. In a dilution of 1:1,000 the reaction was positive. 
A roentgenogram of the chest in 1954 showed some widening of the upper mediastinum, 
with increased density in the left hilum compatible with mediastinal adenopathy. In August, 
1955, there was moderate prominence of both hili, but the chest organs were otherwise not 
remarkable. A roentgenogram of the hands showed them to be within the limits of normal. 

Discussion 

Dr. Grorce C. ANbREwS: I would treat the patient for tuberculosis with Nydrazid and 
streptomycin. 

Dr. Cart T. Netson: I think this man now has sarcoid. Whether he will develop 
tuberculosi. is hard to say, but his old tuberculin reaction is still positive only at 1:1,000. 
He has not yet had an alkaline phosphatase determination. In the few cases of sarcoidosis 
we have had that ultimately developed active tuberculosis, one of the early signs of active 
involvement was the elevated alkaline phosphatase. We think this is not related to invasion 
of the bones. This young man has normal bone findings,” as is usual in Negroes with sar- 
coidosis.. For some reason as yet unexplained, tuberculosis in the larval stages may cause 
a high alkaline phosphatase. % 

Dr. Georce M. Lewis: I would rather not treat this patient with steroids because of the 
danger of lighting up a latent focus of tuberculosis, particularly since he is a Negro. If 
he were white, I might feel differently. I think Dr. Cipollaro has used good judgement. 

Dr. Lestte P. Barker: This is a very sick patient who should be hospitalized. ££ thorough 
physical and roentgenologic examinations show no evidence of tuberculosis, bed rest and 
vitamin injections may be sufficient treatment. If not, I would suggest a course of strepto- 
mycin and izoniazid, followed by steroid therapy. 

Dr. Maurice J. Costetto: Because of his poor condition I would treat this patient with 
bed rest as though he had active pulmonary tuberculosis. I would administer the anti- 
tuberculosis drugs. On the chin are a number of closely aggregated conical scaly papules 
of sarcoid. 

Familial Benign Chronic Pemphigus in a Negro Woman. Presented by DR. CARL T. NELSON. 

Lymphoblastoma. Presented by DR. ANTHONY C. CIPOLLARO. 

Parapsoriasis (7) Dermatophytosis Pedis et Manis. Presented by DR. GEORGE C. ANDREWS. 

Pigmented Hairy Nevus, Bathing Trunk Type. Presented by DR. MAURICE J. COSTELLO. : 

A Case for Diagnosis: Dermatomyositis? Acute Disseminate Lupus Erythematosus? Presented by DR. MAURICE 

J. COSTELLO. 

A Case for Diagnosis: Atypical Vitiligo? Presented by DR. FRANK E. CORMIA., 

Lymphoblastoma (Previously presented March 22, 1955, and earlier). Presented by DR. ANTHONY C., CIPOLLARO. 
Cancrum Oris, Refractory to Therapy. Presented by DR. MAURICE J: COSTELLO. 

A Case for Diagnosis: Atypical Pityriasis Rosea? Drug Eruption? Presented by DR. FRANK E, CORMIA. 

A Case for Diagnosis: Folliculitis Decalvans? Onychomycosis? Lichen Planopilaris? (Previously shown on Nov. 

8, 1955, at the Manhatian Dermatological Society). Presented by DR. ANTHONY C. CIPOLLARO. 

A Case for Diagnosis: Contact Dermatitis? Parapsoriasis? Presented by DR. ANTHONY C. CIPOLLARO. 
Multiple Idiopathic Hemorrhagic Sarcoma of Kaposi. Presented by DR. ANTHONY C. CIPOLLARO. 
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Scientific Exhibits 


NEW USES FOR SURFACE-ACTIVE AGENTS 


JOHN M. KNOX, M.D. 
MARK ALLEN EVERETT, o.D. 
and 
ARTHUR C. CURTIS, M.D. 
Ann Arbor, Mich. 


URFACE-ACTIVE agents are unique and versatile chemicals. Among their 

uses are those as wetting agents, dispersing agents, foaming agents, leveling 
agents, detergents, solubilizers, and emulsifiers. By definition, surface-active 
agents are compounds which alter the surface tension of a liquid in relation to 
other liquids, gases, or solids. 

By utilizing the proper surface-active agent, self-emulsifying oils and water- 
washable vehicles can be prepared. This characteristic is helpful in the preparation 
of dermatological topical agents because any vehicle can now be prepared so that 
it will rinse off with tap water. This minimizes the trauma needed to remove 
such medications and eliminates the need for soap, olive oil, hot water, and other 
materials now used to remove these vehicles. And for the first time dispersed 
oil baths and oil compresses are practical. 

This exhibit attempts to show the valuable role which surface-active agents 
can play in dermatological therapy. 


Chemistry 


Surface-active agents are compounds in which one portion of the molecule is 
hydrophilic and one portion is lipophilic. Chemically, the hydrophilic part of the 
molecule may be, for example, carboxylate, sulfate, polyhydric alcohol, or alcohol- 
ether. The lipophilic portion of the molecule is a long-chain hydrocarbon or a 
cyclic hydrocarbon or a combination of the two. These agents may be anionic, 
cationic, or non-ionic. The non-ionic agents are relatively inert and are therefore 
usually more suitable for medical purposes. 





Shown as a scientific exhibit of the American Academy of Dermatology, Chicago, December, 
1954. 


From the Department of Dermatology and Syphilology, University of Michigan Medical 
School. 

Dr. Knox is now Assistant Professor, Department of Dermatology, Baylor University College 
of Medicine, Houston, Texas. 

The design of the exhibit was done by Miss Mary Cummings, University Hospital, and 
Gunars Gruzdins, University of Michigan School of Architecture. Photographs by Mr. George 
Hess, University Hospital. : : 
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Cy Hy7 €__>-O (CaHyO) xH 
cw 


Fig. 1—A formulation of a surface-active agent 
containing an oil-soluble group and a water- 
soluble group coupled together in one molecule. 
The [] represents the lipophilic portion of the 
molecule and the — the hydrophilic portion. 


Ordinarily, oil and water do not mix. But 
with the addition of small amounts of the 
proper surface-active agent, oil will spread 
on the water and the two liquids are 
“bonded’”” by the surface-active agent 
(Fig. 2). 


Fig. 2—The bonding of oil and water by a 
surface-active agent. 
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Then, the oil may be emulsified in water 
by using sufficient agitation to break the oil 
into small droplets (Fig. 3). 

Or, water may be emulsified in oil using 
the proper ratio of water to oil, a carefully 
selected surface-active agent, and the cor- 
rect technique. 





Fig. 3.—Droplets of oil held in water suspen- 
sion by a surface-active agent. 


Water-Washable Vehicles 


Suggested Formulations 


I. Water Washable Lotions 
Neocalamine liniment 


Neocalamine 8.0 
Zinc oxide 8.0 
Corn oil 50.0 
Triton X-45 * 5.0 
Lime water 29.0 

100.0 























SURFACE-ACTIVE AGENTS 


Fig. 4.—Droplets of 
water held in‘ an oil 
suspension by a surface- 
active agent. 





Shamberg’s lotion 


Menthol 05 
Phenol .07 { 
Zinc oxide 20.00 
Peanut oil 38.00 q 
Triton X-45 3.90 
Lime water 38.00 


Fig. 5.—A series of 
water-washable vehicles 
containing Triton X-45 
(calamine, Shamberg’s 
lotion, Wise’s _ lIction, 
etc.) 
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II. Water-Washable Ointments Zinc. Oxide Ointment 
Petrolatuin Petrolatum 73.0 
Petrolatum 80.0 Pr epony 20.0 
Oleic acid 10.0 Priten X45" 70 
Triton X-100* 10.0 sisal nia. 
100.0 100.0 
Lassar’s Paste 
Petrolatum 45.0 
Zinc oxide 25.0 
Tale 25.0 
Triton X-45 * 5.0 Crude Coal Tar Ointment 
100.0 Crude coal tar 5.0 
Water-in-oil Base Petrolatum 77.0 
Paraffin ta Olei : 
White wax , 14.5 = ~ 
Liquid petrolatum 58.8 Triton X-100 * 9.0 
Triton X-45 * 9.5 pis can 
WwW 25. 
ater 5.0 : 100.0 
1i5.0 Oil-in-water bases are also quite satisfactory. 


* Triton X-45 and Triton X-100 (brands of alkyl aryl polyether alcohol), produced by Rohm | 
and Haas Co., are distributed to the medical profession under the names Surfactol-45 and 
Surfactol-100 by Huron Chemicals, Inc., Ann Arbor, Mich., Tritons used in this study were 
obtained from Rohm & Haas Co., Washington Square, Philadelphia. 


By making the various vehicles water-washable, most were improved 
in stability and appearance, and normal therapeutic properties seemed to 
be unchanged. Clinical evaluations are still in progress. 


Water-Washable Liniments 


Right hand: Plain neocalamine liniment. Left hand: Neocalamine liniment plus Triton X-45 


(5%). 


Fig. 6—Neocalamine 
liniment before washing. 
| 


——— 
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Fig. 7.—Neocalamine 
liniment after washing 15 
seconds (tap water at 
72 F). 








Washable Ointments 
Right Hand: Lassar’s paste. Left Hand: Lassar’s paste plus 5% Triton X-45. 


Fig. 8—Lassar’s paste 
before washing. 


——————————— 
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Fig. 9.—Lassar’s paste 
after washing 30 seconds 
(tap water at 72 F). 





Fig. 10.—Lassar’s paste 
after washing 45 seconds 
(tap water at 72 F). 





Oil Baths and Oil Compresses 


Utilization of surface-active agents with vegetable or mineral oils makes oil baths practical 


and acceptabie for the first time. 
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Fig. 11. — Illustrates 
various bath oils (min- 
eral, cotton seed, peanut) 
and oil solutions. 





Formulations for Oil Baths 


Vegetable oil 


Vegetable oil 90.0 
Triton X-45 10.0 
100.0 


Sig: 1 oz. (30 cc.) per tub as bath. 


Mineral oil 











Liquid petrolatum 90.0 
Triton X-45 10.0 
Fig. 12.—Illustrates the dispersibility of (liquid 100.0 
petrolatum) a minute quantity of mineral oil in 
water. The same amount of oil without the sur- Sig: 1 oz. (30 cc.) per tub as bath. 
face-active agent is also shown. Left: Ten drops 
liquid petrolatum with 5% Triton X-45 dispersed 
in water. Right: The same mineral oil without a 
surface-active agent. 
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Fig. 13—Shows the use of liquid petrolatum with Triton X-45 as a bath solution on the 
left. A commercially available “oil bath” shown on the right is seen to be nondispersible. 


The same formulations can be used for oil compresses by diluting 1:20 with 


water and using as a wet dressing or compress. 
There are over 1000 surface-active agents available, and we have not attempted 


comparisons or evaluations of them all. Tritons X-45 and X-100 are two non- 
ionic surfactants which are satisfactory, and most of our investigative study has 


centered on them. 
Patch tests were done on 350 patients with 100% concentration of the Triton 


X-45, and no reactions of either primary irritation or sensitization were seen. 
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Abrasions, therapeutic: See Planing 

Asstracts, 207, 453, 576 

Acanthosis nigricans: in pubic area (case), 
107 


Acne : 
dermabrasion and anatomy of acne pit, 


localized, following deep x-ray therapy, 


surgery instrument, 96 
Acrodermatitis continue (case), 328 
Acrokeratosis verruciformis: case for diag- 
nosis, 109 
Acrylic materials: in artificial nails, derma- 
titis from, 141, 671 


Adenocarcinoma: poikilodermatomyositis 
with (case), 321 

Adiposis dolorosa (case), 332 

Ainhum (case), 690 

Albright’s disease (case), 685 

Alopecia areata: in identical twins, 424 


Amodiaguin: for chronic lupus erythe- 
matosus, 384 


Amputation: verrucous hyperplasia of 
stump (case), 448 
Anemia 
congenital, in hereditary ectodermal dys- 
. plasia, 159 
sickle-cell (case), 448 
Anesthetics 


local, diphenhydramine hydrochloride, 76 
refrigerant, fluorinated hydrocarbons, 310 


Angiokeratoma (case), 437 


Angioneurotic edema: unilateral exophth- 
almos from (case), 444 


Anhidrosis: See Sweating disorders 
Animals: cutaneous diseases of, 568 
Aphthosis (case), 439 

Apresoline: See Hydralazine 
Aralen: for scleroderma (case), 435 


Arsenic: actinic dermatitis with arsenical 
keratosis (case), 686 


Atrophy: linear segmental, «411 


B 


Beard: pseudofolliculitis of, 533 
Beryllium granuloma (case), 562 


Beta radiation lesion, 663 
Bloch-Sulzberger syndrome, 263 
Blood ; : 
hyperlipemia with renal failure due to 
systemic lupus erythematosus, 
hypogammaglobulinemia, exfoliative der- 
matitis with, 333 
red cell aplasia (case), 694 


Booxs 

Atlas und Praktikum der Dermatologie 
und Venerologie (Burckhardt), 208 

Metabolism, Pharmacology and Thera- 
peutic Uses of Gold Compounds (Block 
and Van Goor), 455 

Multiple Neurofibromatosis (Crowe, 
Shull, and Nell), 208 

Be Medical Progress (Fishbein, ed.), 
456 


Nonvenereal Diseases of Genitals (Cal- 
lomon and Wilson), 455 
Rheumatoid Arthritis and Psoriasis Vul- 
garis (Benedek), 455 
Bulkley, L. Duncan, 262 
Buttocks: corns on, 202 
Bynamid: for fungous infections, 504 


Cc 


Camogquin: See ..modiaquin 
Cancer 
basal-cell (case), 113 _ 
cutaneous, chemosurgical treatment, 659 
planing for precancerous skin, 312 
Candida: new culture medium for, 678 
Carcinoma: See Cancer 
Carrots: sensitization dermatitis from, 149 
Case for diagnosis, 104, 106 
acrokeratosis verruciformis, 109 
angioblastoma or endothelioma, 694 
granulomatous panniculitis, 100 
hot red mass on leg, 212 
hyperpigmentation, 215 
pemphigus vulgaris, 330 
sarcoid or giant-cell granuloma, 697 
sarcoidosis, 216 
sneeeaenoens or clear-cell hydradenoma, 


tuberculid, 110 
tuberculosis cutis or sarcoidosis, 566 
ulcerations of legs, 211 


Chagas’ disease: See Trypanosomiasis, 
American 


Charcot joints: multiple (case), 106 
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Chicke:: pox: atypical, with varioloid-like 
rash, 338 

Chloral hydrate: reactions to, 232 

Chloroquine: vs. gold, for lupus erythe- 
matosus, 69 

Chondrodermatitis _ helicis: 
cortisone for, 547 

Coccidioidomycosis: primary cutaneous, 405 

Cold: allergy to, with cryoproteinemia, 302 

Colloid degeneration (case), 100 

Contact dermatitis: See Dermatitis vene- 
nata 

Corns: on buttocks, 202 


local hydro- 


CoRRESPONDENCE 
alcoholic heart extract in serodiagnosis of 
syphilis, 553 
dermatology at University of Illinois, 552 
hydrogen ion concentration in saliva, 314 
stasis syndrome, 682 
Cortisone 
fludro-: See Fludrocortisone 
hydro-: See Hydrocortisone 
Cross-sensitization phenomenon, 149 
Cryoproteinemia: with cold allergy, 302 
Cytodiagnosis, 416 


D 
Depigmentation: acquired, around dilated 
pore, 549 
Dermabrasion: See Planing 
Dermatitis 


acrodermatitis continue (case), 328 
actinic, with arsenical keratosis (case), 
allergic, topical use of fludrocortisone 
acetate in, 300 
atopic: See Neurodermatitis 
ee with hypogammaglobulinemia, 
factitia, porphyria cutanea tarda simulat- 
ing, 198 
medicamentosa, from hydrocortisone sus- 
pension vehicle, 426 
repens (case), 219 
sabra (prickly pear), 269 
seabather’s, 293 
sensitization, from carrots, 149 
tropical, in rural zone, 115 
venenata, from acrylic materials in arti- 
ficial nails, 141, 671 
venenata, from English ivy, 311 
Dermatology 
historical quiz, 452, 574 
in Latin America, 648 
at University of Illinois 
dence), 552 
Dermatomyositis, 581 
Dermatophytosis 
of feet, 200 cases, 306 
trichophytin reaction after exposure to 
dermatophytes, 606 
Dermatosis: tropical, occupational, 115 
Diabetes mellitus: psoriasis and, 487 
Diagnosis 
cytodiagnosis, 416 
hand in, 22 
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Diphenhydramine hydrochloride: as local 
anesthetic, 76 
Duhring, Louis A., 130 
Dyshidrosis: See Sweating disorders 
Dysplasia 
congenital anhidrotic 
mesodermal, 253 
congenital ectodermal, with mesodermal 
defects (case), 327 3 : 
hereditary ectodermal, congenital anemia 
in, 


ectodermal and 


E 


Eccrine poroma, 511 
Elasticity: and hyperelasticity, of skin, 22 
Epidermolysis bullosa (case), 114 
Epithelioma 
adenoides cysticum, with basal-cell car- 
cinoma (case), 
basal-cell, histogenesis, 286 
basal-cell, in identical twins, 167 
basal-cell, recurrent (case), 564 
benign cystic (case), 315 
multiple self-healing, 525- 
squamous-cell (case), 445, 446 
Erythema 
annulare centrifugum (case), 112 
bullosum malignans, with severe ocular 
sequelae (case), 444 
migratory (case), 213 
i squamous-cell epithelioma (case), 
4 , 


F 


Feet: dermatophytosis, 200 cases, 306 
Fibrosarcoma: neurofibrosarcoma, 457 
Finaf, 627 
Fludrocortisone 
topical, in allergic dermatitis, 300 
topical, clinical evaluation, 92 
Fluorinated hydrocarbons: in surgical plan- 
ing, hazard of, 310 
Folliculitis: pseudofolliculitis of beard, 533 
Foreign-body granulomas, 128 
Fox, George Henry, 348 
Fox-Fordyce disease, 63 
(case), 103 
in male, 479 
Fungous infection 
Finaf for, 627 
glyceryl triacetate for, 73 
phenylsalicylamide derivative for 504 


G 


Gamma globulin: See under Blood 
ee Poh triacetate: for fungous infection, 


Gold: vs. chloroquine, for lupus erythe- 
matosus, 69 
Granuloma 
annular (case), 213 
annular, disseminated (case), 324 
_ beryllium (case), 562 
foreign-body, 128 
foreign-body, or sarcoid (case), 687 
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Granuloma—Continued 
of leg, with multiple myeloma, 484 
nonspecific (case), 109 
Granulomatosis 
allergic (case), 318 
disciform (case), 685 


H 


Hair 
hyperkeratosis of heel from, 469 
ringed (case), 325 
splinters of, causing onycholysis, 430 


Hand: 2s diagnostic aid, 22 
Heel: hyperkeratosis, from hair, 469 
Hemangioendothelioma, 144 
Histamine, skin, 471 
Hyde, James N., 612 
Hydralazine: rheumatoid and lupus-erythe- 
matosus-like syndromes from, 
Hydrocortisone 
dermatitis from suspension vehicle, 426 
hemisuccinate, intravenous, 613 
local injections for chondrodermatitis 
helicis, 547 
for localized myxedema, 352 
ointment, 414 


I 


Illinois, University of: dermatology at (cor- 
respondence), 552 
Incontinentia pigmenti, 263 
(case), 102 
Indonesia: mycosis from _ Basidiobolus 
ranarum in, 378 
Ivy, English: dermatitis venenata from, 311 


K 


Keratoacanthoma 

multipie (case), 325 

multiple recurrent (case), 445 
Keratosis 

arsenical (case), 686 . 
‘ hyperkeratosis of heel from hair, 469 


Kerion: of eyebrow, from Microsporum 
fulvum (case), 435 


“Kissing bug” bite, 14 
Koebner phenomenon: in relation to photo- 
sensitivity, 43 


L 


Latin America: dermatology in, 648 
Leiomyoma: solitary angioleiomyoma, 389 
Lentigenes (case), 691 

=o acquisitum centrifugum (case), 


Leukemia 
chronic lymphocytic, healing pyoderm 
with (case), 693 
ulcer of penis in, 428 
Lichen chronicus simplex (case), 222, 223 
Lichen myxedematosus: autopsy findings 
in. 


Lichen nitidus: nevus wunius lateris and 
(case), 316 

sae planus: hypertrophic (case), 114, 
63 


Lichen scrofulosorum (case), 315 
Light: polymorphic light eruptions, 40 
Lupus erythematosus : 
chloroquine and gold for, comparison of, 
69 


discoid, chronic, amodiaquin for, 384 
discoid, relapse after antimalrial drugs, 
387 


discoid, scars treated with plastic surgery 
(case), 219 

hyperlipemia with renal failure from, 464 

photosensitivity in, 40 

profundus (case), 438 

serum anticoagulant factor in, 296 

systemic, histopathology of cutaneous 
lesions in, 177 

systemic (case), 446 


Lupus miliaris: disseminated, of face (case), 
696 


Lymphadenosis benigna cutis (case), 691 

Lymphangioma circumscriptum (case), 689 

Lymphedema: congenital unilateral (case), 
689 


Lymphoblastomas: cutaneous smears in, 86 


M 


MacKee, George Miller, Chair of Derma- 
tology and Syphilology, 1 


Mastectomy, radical: tuberous lymphan- 
giectatic varices secondary to, 


Melanogenuria: with melanotic skin lesions 
(case), 322 


Melanoma 
malignant, 618 
malignant (case), 105 


Melanosis 
of legs and feet (case), 687 
of unknown origin (case), 215 


Melkersson-Rosenthal’s syndrome (case), 
440 


Meningioma, cutaneous, 590 

Menstruation: cutaneous changes during 
cycle, 493 

Meprobramate: for anogenital pruritus, 393 

8-Methoxypsoralen: for vitiligo, 9 

Microsporum fulvum: kerion of eyebrow 
from (case), 435 

Miltown: See Meprobramate 

Molluscum contagiosum: eczematous reac- 
tion with, 344 

Moniliasis: intertriginous, in Far East Com- 
mand, 620 

Morrow, Prince A., 470 

Mycetoma, 80 

Mycosis: subcutaneous, basidiobolus ran- 
arum as cause in Indonesia, 378 

Mycostatin: See Nystatin 

Myeloma: multiple, with granuloma of leg, 
484 


Myxedema: locaiized, hydrocortisone for, 
352 
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N 


Nails (anatomic) 

artificial, contact dermatitis from, 141 
artificial, sensitivity to, 671 

onycholysis from hair, 430 
onychomadesis with psoriasis (cases), 217 
onychomycosis due to Scopulariopsis 

brevicaulis, 241 
os eae during high-speed abrasion of, 


Necrobiosis lipoidica, 280 
asteroid bodies in, 276 
Neurodermatitis 
anger as factor (cases), 223 
(case), 222, 223 
mother-child relationship in genesis, 599 
Neurofibrosarcoma, 457 
Nevoxanthoendothelioma: 
(case), 320 
Nevus 
blue, malignant, 227 
cellular blue, of Ota, 59 
hairy, pigmented, in infant (case), 443 
hairy, of scalp (case), 209 
a lateris, failure of dermabrasion in, 


disseminated 


unius lateris, and lichen nitidus (case), 


New, Newer, AND Newest 99, 206, 308, 535, 
555, 684 


New York Skin and Cancer Unit, Derma- 
tologic Service, 5 

New York University-Bellevue Medical 
Center: MacKee Chair of Dermatology 
and Syphilology, 1 


Nicotinic acid: local use of furfuryl ester of, 


Norwegian scabies, 131 
Nystatin: for vulvovaginitis, 489 


oO 


OBITUARIES 
Friedman, Reuben, 431 
Martin, John Walter, 575 


eer prednisolone and hydrocortisone, 


Onychomadesis: See under Nails (an- 
atomic) 

Onychomycosis: See under Nails (an- 
atomic) 


Osteoma cutis: primary, 204 


P 


Panniculitis: granulomatous (case), 100 
Papillomatosis: cutaneous (case), 103 
Patch tests: multiple, 667 
Pemphigus 
familial benign chronic (case), 329 
vulgaris, 50 
vulgaris (case), 330 
Penicillin: for asymptomatic central nerv- 
ous system syphilis, 355, 367 
Penis: leukemic ulcer of, 428 
Peutz-Jehgers syndrome (case), 218 
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Phenylsalicylamide derivative cecsnavaban 
for. fungous. infections,.504 . 
Photosensitivity 
in dermatoses, 40 
Koebner phenomenon and, 43 
phytophotodermatitis, 149 
porphyrins, porphyrinuria, and porphyria, 


protection of skin against sunlight, 46 
Phytophotodermatitis, 149 
Pigmentation 
acquired depigmentation around dilated 
pore, 549 
in Bloch-Sulzberger syndrome, 263 
hyperpigmentation (cases), 215 
incontinentia pigmenti, 102, 263 
lentigenes (case), 691 
melanogenuria with melanotic skin les- 
ions (case), 322 
Peutz-Jehgers syndrome (case), 218 
Pityriasis rubra pilaris: in young siblings 
(case), 690 
Planing 
in acne, and anatomy of pit, 397 
fluorinated hydrocarbons as anesthetic, 
hazard of, 310 
of nails, protection during, 95 
for precancerous skin, 312 
with rasps, 615 
Plasmacytoma: extramedullary, 679 
Poikilodermatomyositis: with adenocarci- 
noma (case), 321 
Porphyria cutanea tarda, (case), 560 
case for diagnosis and therapy, 449 
simulating dermatitis factitia, 198 


Porphyrins: porphyrinuria, porphyria, and, 
33 


Postgraduate education, ~90 
Prednisolone 
hemisuccinate, intravenous, 613 
ointment, 414 
Prickly pear: dermatitis from handling, 269 
Prurigo nodularis (case), 221 
Prvritus: anogenital, meprobramate as ad- 
junct in treatment, 393 
Psammoma, 590 
Pseudocanthosis nigricans: with obesity 
and endocrine dysfunction (case), 209 
Psoriasis 
arthropathi¢ (case), 686 
diabetes mellitus and, 487 
erythrodermic, in children, 173 
onychomadesis of thumb with (cases), 
217 
riboflavin in, 548 
unusual response 
(case), 210 
vulgaris (case), 556 
Pyoderma 
gangrenosum, 543 
gangrenosum, secondary to insect bite 
(case), 220 
healing, with chronic lymphocytic leu- 
kemia (case), 693 


following atabrine 


Q 


Quiz, historical, in dermatology, 452, 574 
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R 
Radiation 


beta, lesion from, 663 
x-ray: See X-rays 


Reiter’s disease (case), 330 

Riboflavin: in psoriasis, 548 

Rodent ulcer: See Epithelioma, basal-cell 

Rosacea: with ocular manifestations (case), 
695 


s 


Saccharin: urticaria from (case), 433 


Saliva: hydrogen ion concentration in (cor- 
respondence), 314 


Sarcoid 
or foreign-body granuloma (case), 687 
Spiegler-Fendt, 669 
Sarcoidosis 
(case), 216, 688, 697 
tuberculosis causation (case), 434 


Sarcoma 
Kaposi’s (case), 442 
reticulum-cell (case), 436 
Scabies: Norwegian, 131 
ScrentTIFIC EXHIBITS 
new uses for surface-active agents, 699 


Scleroderma 
Aralen for (case), 435 
lovalized, 629 


Seabather’s eruption, 293 
Sjogren’s syndrome (case), 226 
Skin: elasticity and hyperelasticity of, 22 


_Skin tests: multiple patch, 667 


Society news 

American Dermatological Association, 
Inc., 308, 366, 684 

American Medical Association, 206 

Chicago Medical Society, 99 

Ibero-Latin-American Congress of Der- 
matology, 313 

Minnesota Dermatological Society, 555 

Pacific Dermatological Association, 308 

Society of Cosmetic Chemists, 99 

Wisconsin State Medical Society, 99 


Soctety TRANSACTIONS 


Bee Dermatological Society, 209, 433, 


Chicago Dermatological Society, 213, 687 
Cleveland Dermatological Society, 220 
Detroit Dermatological Society, 315 
i a Dermatological Society, 321, 


Metropolitan Dermatological Society .of 
Los Angeles, 556 

Metropolitan Dermatological Society of 
New York, 327, 563 

we England Dermatological Society, 


New York Academy of Medicine, Section 
of Dermatology and Syphilology, 564 

New York Dermatological Society, 100, 
440, 694 

on Dermatological Society, 102, 


San Francisco Dermatological Society, 
109, 332, 448 


Stasis syndrome (correspondence), 682 
Sulzberger, Marion B.: acceptance of Mac- 
Kee Chair of Dermatology and Syphil- 
ology, 2 
Sunlight 
polymorphic light eruptions, 40 
protection of skin against harmful effects, 
46 
urticaria from, 40 


Surface-active agents: new uses (scientific 
exhibit), 699 


Sweat glands: eccrine poroma, 511 
Sweating disorders 


congenital anhidrotic ectodermal and 
mesodermal dysplasia, 253 


dyshidrosis in monozygotic twins, 250 
Syphilis 


alcoholic heart pong B in serodiagnosis 
(correspondence), 5 


asymptomatic, of od nervous sys- 
tem, penicillin for, 355, 367 


tertiary nodulosyphiloderm (case), 557 


r 


Tinea capitis: incidence and etiology, 349 
Triacetin: See Glyceryl triacetate 
Triatoma sanguisuga: bite of, 14 
Trichophytin reaction: after exposure to 
dermatophytes, 606 
Trichophyton 
gallinae, infection in human, 191 


rubrum, infection simulating creeping 
eruption, 677 


Tropical dermatoses; occupational, in rural 
zone, 115 
Trypanosomiasis, American: “kissing bug” 
bite in relation to, 14 
Tuberculid 
case for diagnosis, 110 
macropapular (case), 316 
Tuberculoderm: of face (case), 435 
Tuberculosis: verrucosa cutis (case), 441 
Twins, identical 
rodent ulcers in, 167 
simultaneous alopecia areata in, 424 
simultaneous dyshidrosis in, 250 


U 


Ulcer: rodent, in identical twins, 167 
Urine: melanogenuria with melanotic skin 
fesions (case), 322 
Urticaria 
pigmentosa, with bone changes, 676 
pigmentosa (case), 209 
from saccharin (case), 433 
solar, 40 
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Varices: lymphangiectatic, secondary to White, James Clarke, 8 
radical mastectomy, 466 


Vasculitis 
aliergic cutaneous, 595 x 
nodular, 673 Xanthoma 
nodular, with hypertension, 245 juvenile (case), 317 


tuberosum multiplex, ‘familial (case), 440 


Venous lakes, 459 
Xeroderma pigmentosum (case), 112, 221 


Vitiligo 
8-methoxypsoralen for, 9 X-rays 
perinevoid (case), 328 acne following deep therapy, 97 


Vulvovaginitis, yeast: nystatin for, 489 shielding skin against, 610 
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A UNIT FOR EVERY 


DERMATOLOGICAL REGUIREMENT 
- BUCKY Therapy Apparatus 


e : om 6. 7 
Completely mobile uffits Wall-mounted units, tube 
holder arms and controls 
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to your specifications 





Ich ack) Malema lekolary elena: 


X-RAY THERAPY 
<¢i— APPARATUS — 


stepless range 
from 30-80 K-V. 





Model T-1-B Mode! 1-2-A 


Originators 





of : 
COMBINATION 
—* APPARATUS) 
Tone unit provides all "igen ay 
5 Contact and Grenz Ray Therapy 
Complete step-less radiation range 
from 5 to 140 KV Depth Dosage 
for skin therapy 
aac ed Three Units for the price of one 


Pioneers 


of : 
GRENZ 
<+— RAY THERAPY —|> 
APPARATUS 


"The International Medical Research Co. 
: 60 East 42nd Street, New York 17, N.Y. Ml [2 
SALES and SERVICE in ALL MAJOR CITIES and COUNTRIES. 
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BUCKY COMBINATION 
THERAPY APPARATUS 


the one unit which provides all four 
modalities for superficial skin therapy 
for the price of one: 


INTERMEDIARY, SUPERFICIAL, 
CONTACT & GRENZ RAY. THERAPY 


Complete radiation range for skin therapy from 5 to 
140 KV depth dosage. 

















SAFETY FEATURE: : Bucky 


provides positive radiation control. The safety 
protective Automatic filter slide circuit affor 
the ultimate in patient protection. No radi 
tion can be produced with this apparatus abo 
15 KV unless added filtration is provided. 


EFFICIENT: Approximately 80% of the depth dos 
is in the first 4 millimeters of the skin. 


Model G-3 
VERSATILE: Unlimited field sizes for X-Ray or Grenz 


Completely Pe, ' ray therapy in one radiation can now be obtained due to the 
mobile; no high output available. 


installation 
needed 


EXACT DEPTH CONTROL is assured by step-| i 
less KV control from 5 to 140 KV depth dosage. : 


ADAPTABLE: Counterbalanced tube holder arm per- 9 
mits the positioning of the tube port in any position, without 
loosening or tightening any locks. No ag wiring or cut- 
rent required since the units operate standard house 
current of 110 volts on a 20 Ampere fuse. 


DURABLE: Long tube life guaranteed by overrating of 
tube voltage. 4 


Write for comprehensive literature on this and ot 
time-tested BUCKY Superficial Therapy Equipment 


The International Medical Research Corp 
60 East 42nd Street ¢ New York 17,N. Y. 


Sales and factory-controlled Service in all major Cities and mee 
untries 


Model G.3w PIONEER of the 
Wall - mounted unit; : ; : ~ @RENZ RAY THERAPY APPARATU 


tube holder arm and 
secordng to you ORIGINATORS of the 
up no floor space. M [2) COMBINATION THERAPY UNIT 
OUR NEW V SERIES GRENZ-RAY UNITS WILL BE SHOWN AT THE COMING 
ACADEMY MEET/NG IN DECEMBER AT CHICAGO.  \ 
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